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Preface
The Criteria Group of the Swedish National Institute for Working Life (NIWL) has the
task of gathering and evaluating data which can be used as a scientific basis for the
proposal of occupational exposure limits given by the National Board of Occupational
Safety and Health (NBOSH). In most cases a scientific basis is written on request from
the NBOSH. The Criteria Group shall not propose a numerical occupational exposure
limit value but, as far as possible, give a dose-response/dose-effect relationship and the
critical effect of occupational exposure.
In searching of the literature several data bases are used, such as RTECS, Toxline,
Medline, Cancerlit, Nioshtic and Riskline. Also information in existing criteria
documents is used, e.g. documents from WHO, EU, US NIOSH, the Dutch Expert
Committee for Occupational Standards (DECOS) and the Nordic Expert Group. In some
cases criteria documents are produced within the Criteria Group, often in collaboration
with DECOS or US NIOSH.
Evaluations are made of all relevant published original papers found in the searches. In
some cases information from handbooks and reports from e.g. US NIOSH and US EPA
is used. A draft consensus report is written by the secretariate or by a scientist appointed
by the secretariate. A qualified evaluation is made of the information in the references. In
some cases the information can be omitted if some criteria are not fulfilled. In some cases
such information is included in the report but with a comment why the data are not
included in the evaluation. After discussion in the Criteria Group the drafts are approved
and accepted as a consensus report from the group. They are sent to NBOSH.
This is the 19th volume which is published and it contains consensus reports approved
by the Criteria Group during the period July 1997 to June 1998. Previously published
consensus reports are listed in the Appendix (p 73).
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1Consensus Report for Dimethylamine (DMA)
December 10, 1997
This report is based primarily on a document compiled by the Nordic Expert Group (1) and
on subsequently published articles.
Chemical and physical data. Uses
CAS No.: 124-40-3
Synonym: N-methylmethane amine
Formula: CH3-NH-CH3
Molecular weight: 45.08
Boiling point: 7.4 °C
Melting point: - 96 °C
Vapor pressure: 170 kPa (20 °C)
Conversion factors: 1 ppm = 1.87 mg/m3
1 mg/m3 = 0.53 ppm
DMA at room temperature is a volatile gas. The explosion threshold in air is 2.8 to 14%.
DMA can also occur as an alkaline solution, 25 Ð 60% in water. DMA is soluble in water,
alcohol and ether. The substance has a strong odor of ammonia, and the odor threshold has
been reported to be between 0.047 and 0.34 ppm (1). DMA can combine with nitrite to
form dimethylnitrosamine, which is hepatotoxic and carcinogenic (8).
DMA is used as a raw material in the chemical and pharmaceutical industries and as an
accelerator in the rubber industry. The substance is used in pesticides, in tanning and in
soap production.
DMA occurs naturally in some foods, including cabbage, celery, corn, fish and coffee. It
is also formed endogenously in the body. Humans excrete about 15 Ð 25 mg DMA in urine
daily, and the amount increases considerably after intake of fish (4, 16).Uptake,
biotransformation, excretion
Uptake, biotransformation, excretion
Four volunteers who drank 15 mg of a radioactively labeled solution of dimethylamine in
water excreted 94% of the radioactivity in urine within 72 hours (87% during the first 24
hours), and small amounts (1 Ð 3%) were recovered in feces and exhaled air. Five percent
had been demethylated to methylamine, and the rest of the dose was excreted unchanged.
Uptake from the digestive tract was rapid (t1/2 = 8 minutes) and the half time for excretion
was 6 to 7 hours, with plasma clearance of 190 ml/minute (18).
2In three groups of people who ate different amounts of fish Ð 0, 390 or 1150 g/week Ð
excretion of DMA in urine was independent of fish consumption (16). An earlier study
reports that persons who ate fish had increased amounts of DMA in urine (17).
In inhalation studies, rats were exposed to 10 or 175 ppm radioactively labeled DMA for
6 hours. The highest amounts of radioactivity were recovered in nasal mucosa immediately
after the exposure, and 78% of the low dose and 87% of the high dose were excreted in
urine within 72 hours. After 72 hours 8% (low dose) and 7% (high dose) of the
radioactivity remained in the body (11). Rats and mice were given radioactively labeled
DMA by gavage in doses of 20 mmol/kg body weight: 91% of the radioactivity was
excreted in urine within the first 24 hours, and after 72 hours only 1% remained in the
body. Most of the dose (89%) was excreted unchanged, but a small portion had been
demethylated (19).
Intake and excretion of naturally occurring methylamines was studied in normal and
Ógerm-freeÓ rats, and net synthesis of DMA was measured with the help of intestinal
bacteria (14). The excretion studies indicated that only a small portion of the DMA was
metabolized. In vitro, in microsomes from rat livers or nasal and tracheal mucosa, DMA
was biotransformed to formaldehyde and dimethylhydroxylamine (10).
Toxic effects
Because of its high pH (12.5 for a 1 M solution), skin contact with DMA can cause
irritation and necrosis. One drop in a rabbitÕs eye caused a blue-white discoloration of the
cornea, and within a minute or so it became sclerotic (12). In a study of 5 cases of allergic
contact dermatitis caused by rubber gloves, the patients were tested for several rubber
chemicals including DMA. DMA was regarded as a possible cause (9).
No exposure-related effects on the eyes were observed in persons occupationally
exposed to a mixture of ammonia, dimethylformamide, monomethylamine, DMA and
trimethylamine at a total concentration of 20 mg/m3. Only 75 of 120 exposed persons were
examined, however (13).
In another study, 10 volunteers ate either fresh fish or frozen fish which contained high
concentrations of DMA formed during freezer storage, and urine concentrations of 3-
methyladenine, a DNA alkylation product (which is an indicator of the formation of
dimethylnitrosamine), were measured. There was no difference in excretion of 3-
methyladenine between the eaters of fresh fish and the eaters of frozen fish. The excretion
of 3-methyladenine did not increase when the subjects also took 225 mg sodium nitrate one
hour before eating the fish (4).
Rats exposed to 1000 ppm DMA for 6 hours developed corneal edema and tracheitis.
Slight tracheitis and epithelial hyperplasia were seen at 600 ppm. When the animals were
exposed to 2500 ppm or higher, they developed hemorrhagic tracheitis, corneal necroses
and lenticular damage in the eyes, hemorrhages and necroses in nasal mucosa and necrotic
foci in livers (15). According to an unpublished study (cited in Reference 15), exposure to
97 or 185 ppm DMA 7 hours/day, 5 days/week for 18 Ð 20 weeks resulted in corneal
3damage in guinea pigs and rabbits but not in rats and mice. The lower dose also caused
fatty degeneration and necroses in the livers of all four species.
Exposure to 10 ppm DMA 6 hours/day, 5 days/week for 12 months increased the
incidence of inflammation in the ears and respiratory passages of rats. A few animals had
degenerative changes in olfactory epithelia. At 50 ppm there were squamous cell
metaplasias in respiratory epithelia after 6 months, and inflammation with epithelial
hypertrophy and hyperplasia (as well as damage to olfactory epithelia) after 12 months. At
175 ppm the damage was more severe, with perforated nasal septa. Similar effects were
observed in mice exposed on the same schedule (2). Similar damage was also seen in rats
that were exposed to 175 ppm DMA for 2 years. Minor changes in nasal epithelia and
changes in mucociliary transport in the nose were observed after only one day of exposure,
and after a week there were rather severe hemorrhages and a loss of olfactory cells (6).
The RD50 (50% reduction in respiratory rate) has been calculated to be 573 ppm for rats
and 511 ppm for mice (15). Another study (5) reports an RD50 of 70 ppm for mice.
Rats, guinea pigs, rabbits, monkeys and dogs exposed to 4.8 ppm DMA 24 hours/day
for 90 days showed no pathological changes in liver, kidneys, heart/circulatory system or
blood that could be related to the exposure (3). All species had interstitial inflammatory
changes in the lungs, but there were no chemically induced histopathological changes. No
controls were mentioned, nor was examination of the upper respiratory passages described.
Mutagenicity, carcinogenicity, teratogenicity
DMA has yielded negative results in most mutagenicity tests, but it induced point mutations
in a strain of Saccharomyces cerevisiae. Inhalation of 0.27 or 0.54 ppm DMA 24 hours/day
for 90 days increased the number of aneuploid myeloblasts in rats. The clinical relevance of
this finding is unclear (1).
Exposure to 50 ppm DMA 6 hours /day, 5 days/week for 6 months caused squamous
cell metaplasias in the respiratory epithelia of mice. Exposure to 175 ppm DMA on the
same schedule caused metaplasias in both rats and mice (2, 6). These reports make no
mention of observations in other organs.
Neutralized DMA was given to mice intraperitoneally on days 1 to 17 of gestation: doses
were 0.25, 1, 2.5 or 5 mmol/kg body weight. No effects on embryos were observed (7).
Dose-effect / dose-response relationships
The primary effects of short-term exposures to DMA are irritation of mucous membranes
and eyes and effects on breathing. In animal studies, these effects have been observed in
mice at concentrations of 70 ppm or above and in rats at 100 ppm or above. Exposure
levels above 175 ppm affect nasal mucosa. The effects of long-term exposures are
summarized in Table 1. The lowest observed effect level (LOAEL) in long-term studies
with laboratory animals is 10 ppm: at this level minor changes were observed in epithelial
and olfactory cells in the nose. At 50 ppm these effects were more pronounced.
4Table 1. Effects observed in laboratory animals after long-term exposures to DMA (from
Reference 1).
_______________________________________________________________________
Dose Species Effect Ref.
5 ppm, 90 days Rats, guinea pigs,
rabbits, dogs,
monkeys
Interstitial inflammatory changes
in lungs (relevance unclear)
3
10 ppm, 12 months
 6 hours/day, 5 days/week
Mice, rats Minor changes in nasal epithelia
and olfactory cells
2
50 ppm, 12 months
6 hours/day, 5 days/week
Mice, rats Moderate changes in nasal
epithelia and olfactory cells,
metaplasias
2
97Ð185 ppm, 8Ð20 weeks
7 hours/day, 5 days/week
Mice, rats, guinea
pigs, rabbits
Corneal damage and effects on
livers
14
175 ppm, 1Ð2 years
6 hours/day
Rats Metaplasias, severe effects on
respiratory epithelia, lower
weight gain
2, 6
________________________________________________________________________
Conclusions
Judging mostly from animal data, the critical effect of occupational exposure to
dimethylamine is its effect on the mucous membranes of the respiratory passages and the
sense of smell. Direct contact with an unbuffered aqueous solution of dimethylamine can
cause skin corrosion because of its high pH.
Dimethylamine can combine with nitrite to form dimethylnitrosamine, which is
carcinogenic and hepatotoxic.
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6Consensus Report for Graphite
December 10, 1997
Chemical and physical data. Uses
CAS Nos.: 7782-42-5, 1399-57-1,
12424-49-6, 12751-41-6
Formula: C
Molecular weight: 12.01
Density: 2.09 Ð 2.23 g/cm3
Melting point: sublimates at 3850 °C (101.3 kPa)
Graphite is a soft, crystalline form of carbon that occurs naturally and can also be produced
artificially. Natural graphite may be classified as crystalline or microcrystalline (sometimes
referred to as amorphous), and contains various impurities, including quartz. The content
of free silica in natural graphite varies considerably, and can be as high as 11% or more
(11, 27). Synthetic graphite is almost pure crystalline carbon (21). It can be produced by
mixing coal or petroleum coke with coal tar, a small amount of crude oil and in some cases
anthracite coal and heating the mixture to 2800 Ð 3000 °C (1, 17, 24, 27). The quartz
content of synthetic graphite is reported to be less than 1% (28).
Graphite is extremely resistant to heat and chemicals, and is therefore used in metallurgy,
in foundries, in the chemical industry etc. Natural graphite is used in the production of steel
and cast iron and (in powdered form) in casting sand. Natural graphite was once widely
used in the production of fireproof materials for blast furnaces, crucibles, solder ladles etc.,
but it has now been largely replaced by synthetic graphite. Natural graphite is also used in
brushes for motors and generators. Carbon electrodes used in steel production,
electrochemical processes etc., and components for atomic reactors (neutron moderators)
are made with synthetic graphite. Both synthetic graphite and high-purity natural graphite
are used in lubricants. Pencils contain natural graphite in microcrystalline form (10, 14, 21,
27).
Uptake, distribution, excretion
No quantitative data were found on uptake of graphite via lungs, skin or digestive tract.
Nor are there any quantitative data on distribution or excretion.
7Toxic effects
Human data
More than 550 reported cases of pneumoconiosis have been attributed to occupational
exposure to dust containing graphite (11, 22, 24, 30, 31, 32). Both simple and progressive
forms of pneumoconiosis have been diagnosed, and they are reported to resemble ordinary
black lung disease symptomatically as well as on x-rays. The exact composition of the dust
is not usually known and quantitative exposure data are usually non-existent, but many
cases have been described as mixed-dust pneumoconioses (exposure to graphite and
simultaneous or previous exposure to other types of carbon dust and/or quartz) (11, 14,
19, 26).
There are some studies (8, 9, 13, 15, 16, 30) reporting pneumoconioses caused solely or
primarily by graphite exposure, and a few of them give analysis results. One of them (15,
16) describes graphite pneumoconiosis in a patient who worked as a polisher of synthetic
graphite for 17 years. He had previously worked for 25 years as a masonÕs helper. Dust
from his workplace was found to contain more than 90% carbon and less than 0.02% free
silica, and no silicic material was found in examination of his lung tissue. Another study
(incompletely reported) states that black lung disease was diagnosed in 8 persons who had
worked for at least 15 years at a graphite factory (graphite type not reported), and that no
quartz could be identified in analysis of the graphite dust (8). An American study (18)
reports severe pneumoconiosis in a worker who had been exposed to graphite dust
(graphite type not given) for several years. No silica was found in analysis of either lung
tissue or dust from the workplace, and it was noted that the carbon in the lungs was mostly
graphite. In a later study (9), however, it is suggested that silica may have played some role
in development of the pneumoconiosis in this case. Several other cases of pneumoconiosis
in persons exposed to large amounts of dust containing graphite are reported in this article,
however, and it is stated that in one of these cases silica probably did not contribute to the
development of the disease (9). Analysis of dust from the workplace showed that the dust
was composed mostly of graphite and contained traces of crystalline material that was not
silica.
In a Japanese study (20) of 256 production workers who made carbon electrodes, 112 of
them (43.8%) were reported to have Ógraphite pneumoconiosisÓ (x-ray changes). The
percentage of cases was markedly higher among those with exposures longer than 10
years, but minor changes could be seen on the x-rays of nearly 40% of the group exposed
for 5 Ð 9 years. The workers were followed for 4 years, and during this time the x-ray
changes got worse. Disturbances in lung function were found in the study, but they were
reported to be considerably less pronounced than the x-ray changes. Histopathological
examinations were made in two cases (case 1: worked in manufacture of carbon electrodes
for 24 years; case 2: employed at the factory for 17 years) and revealed extensive
connective tissue changes in the lungs. Measured air concentrations at the factory ranged
from 14.5 to 138.8 mg/m3 (average 57.6 mg/m3), or 328 Ð 3935 (average 967)
particles/cm3, and 68.8 % of total dust was below 1 mm. X-ray diffraction analysis of dust
8deposited at the workplace revealed that more than 99.6% was carbon and less than 0.1%
was free silica. Graphite (probably synthetic graphite) was identified in x-ray diffraction
analyses of dust from the lungs (2 cases). The authors concluded that graphite or carbon
usually causes a relatively mild tissue reaction but that inhalation of large amounts of dust
can cause severe pneumoconiosis, and that development of the disease is dependent not
only on the nature of the dust but also on its quantity. It should be mentioned that other
cases of pneumoconiosis in workers manufacturing carbon electrodes have not been
attributed to graphite but to exposure to dust from coke and anthracite coal (33).
Animal data
Rats were exposed to 1, 10, 105 or 520 mg/m3 synthetic graphite (Ü0.1% quartz) for 4
hours: subsequent bronchoalveolar lavage revealed indications of transient inflammation
and macrophage activation at the highest dose (2).
In another study (28, 29), rats were exposed to 100 mg/m3 natural graphite (1.85%
silica) or synthetic graphite (Ü1% silica) 4 hours/day for 4 days. Biochemical and
cytological analyses (bronchoalveolar lavage) 24 hours later (on the fifth day) revealed
slight indications of inflammation. The changes were transient, and were somewhat greater
after exposure to natural graphite than after exposure to synthetic graphite. The
histopathological examinations revealed minimal foci of epithelial hyperplasia in a few
animals (synthetic graphite). No biologically significant changes in lung function were
observed.
After intermittent inhalation exposure to an aerosol containing 100 or 200 mg/m3 graphite
(purity not reported) for 4 weeks, rats showed concentration-dependent changes on lung
function tests which may have indicated some deterioration of lung function. Elevated
relative lung weights were also noted, especially two weeks after termination of exposure
and in the higher dose group. Bronchoalveolar lavage revealed concentration-dependent
(also duration- and frequency -dependent) changes (inflammatory response), which the
authors interpreted as effects of irritation. Histological examination revealed no noteworthy
effects (3).
In another study (5), no noteworthy effects were seen in the lungs of rats or hamsters
after exposure to 1 mg/m3 unspecified graphite dust 12 hours/day for up to 4 or 3 months,
respectively.
Suspensions of synthetic graphite containing 0.44% free silica, or natural graphite
containing 12.75% free silica, were given to rats by intratracheal instillation: 3 doses (0.2
ml, 5% graphite) at 1-week intervals. The animals were sacrificed 31, 185, 273 or 366
days after the last dose, and it was found that, whereas the synthetic graphite caused no
noticeable inflammatory changes, the natural graphite had induced progressive cellular
inflammation. Observed changes in connective tissue (collagen) were slight (23).
In one study (12), intratracheal injections of 50 mg natural graphite were given to rats
and the animals were sacrificed 6 to 9 months later: there was an increase of fine reticulin
fibers in the lungs, but only slight collagen changes in connective tissue. In another study
with rats (4), low-grade but progressive connective tissue changes (reticulin fibers) were
9seen 150 Ð 600 days after an intratracheal dose of a suspension of 100 mg graphite dust (1
ml) containing 1.6% quartz.
Intratracheal injection of 0.5 ml of a suspension of pure synthetic graphite (5 Ð 10 mg)
was reported to cause connective tissue changes (increase of collagen phases) in the lungs
of rats 150 or more days after the treatment. The degree of change seemed to be dependent
on the amount of dust, however, and did not increase with time (7).
Intratracheal injections (1.5 ml) of a suspension of 100 mg pure graphite (0.24% silica),
or 98 mg pure graphite and 2 mg (2%) quartz, were reported to cause low-grade connective
tissue changes (reticulin fibers) in the lungs of rats. The changes could be observed after
about 11 weeks in the rats given graphite alone, whereas the same degree of fibrosis was
seen after about 7 weeks in the rats given both graphite and quartz. After 171 days
connective tissue changes were more extensive in the latter group, but they subsequently
increased no further (25).
In a study with sheep (6), effects on the lungs were investigated 2, 4, 6 and 8 months
after an infusion of 100 mg graphite (suspension) in the respiratory passages.
Bronchoalveolar lavage revealed indications of a minor, transient inflammatory process
(after 2 months), but no activation of fibrogenic processes was observed.
Carcinogenicity, teratogenicity, mutagenicity
No studies were found.
Dose-effect / dose-response relationships
There is a connection between occupational exposure to natural graphite and the occurrence
of pneumoconiosis, but available data do not provide sufficient basis for identifying a dose-
response or dose-effect relationship. The frequency and severity of the disease are probably
affected by the amount of free silica in the dust.
There are little reliable data on synthetic graphite, but one study (15, 16) reports
pneumoconiosis in a person exposed to synthetic graphite containing Ü0.02% free silica,
and another study (20) reports the disease in persons exposed to graphite containing Ü0.1%
free silica (probably synthetic graphite). Measured air concentrations in the latter study (20)
ranged from 14.5 to 138.8 mg/m3.
The exposure-effect relationships observed in laboratory animals exposed to graphite via
inhalation or intratracheal administration are summarized in Tables 1 and 2.
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Table 1. Effects of graphite inhalation on experimental animals.
________________________________________________________________________
Exposure Species Effect Ref.
520 mg/m3, 4 hours
synthetic graphite (Ü0.1% quartz)
Rats Transient inflammation and
macrophage activation in lungs
2
100 mg/m3, 4 hours/day, 4 days
natural graphite (1.85% silica)
Rats Transient lung inflammation 28,
29
100 mg/m3, 4 hours/day, 4 days
synthetic graphite (Ü1% silica)
Rats Transient lung inflammation,
minimal foci of epithelial
hyperplasia in lungs
28,
29
100 mg/m3 , 4 weeks
1 hour/day, 2 days/week;
1 hour/day, 4 days/week;
4 hours/day, 2 days/week;
4 hours/day, 4 days/week
unspecified graphite
Rats Lung inflammation (4 days/week);
significantly elevated relative lung
weights 2 weeks after termination
of exposure (4 hours day/4 days
week); changes on lung function
tests (significantly higher
respiratory rate, significantly lower
FEV etc.)
3
1 mg/m3, 12 hours/day
up to 4 months
unspecified graphite
Rats No noteworthy effects on lungs 5
1 mg/m3, 12 hours/day
up to 3 months
unspecified graphite
Hamsters No noteworthy effects on lungs 5
________________________________________________________________________
Conclusions
The critical effect of occupational exposure to graphite is pneumoconiosis. In many cases
patients have been exposed to natural graphite containing various amounts of free silica, but
the disease has also been reported after exposure to synthetic graphite. Animal data,
however, indicate that graphite dust containing small amounts of silica causes only minor
connective tissue changes in the lungs.
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Table 2. Effects on the lungs of experimental animals given graphite by intratracheal
instillation.
________________________________________________________________________
Exposure Species Effect Ref.
100 mg
natural graphite (1.6% quartz)
Rats Low-grade but progressive
connective tissue changes (reticulin
fibers) after 150-600 days
4
100 mg
pure graphite (0.24% silica)
Rats Low-grade connective tissue changes
(reticulin fibers) after 11 weeks
25
100 mg
98 mg pure graphite + 2 mg
quartz
Rats Same as above group after 7 weeks;
after 171 days higher degree of
fibrosis
25
100 mg
unspecified graphite
Sheep Minor, transient inflammations 6
50 mg
natural graphite
Rats Increase of fine reticulin fibers in
lungs after 6-9 months
12
21-22 mg synthetic graphite
(0.44% free silica), 3 doses
Rats No observable inflammatory changes 23
21-22 mg natural graphite
(12.75% free silica), 3 doses
Rats Progressive inflammation 23
5-10 mg pure synthetic graphite Rats Increase of collagen phases in lungs
after 150-340 days
7
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Consensus Report for Flour Dust
December 10, 1997
This report is based primarily on a criteria document from the Nordic Expert Group (31).
Description, occurrence
Flour dust is dust from cereal grains, usually wheat or rye but sometimes oats, barley, rice
or corn. The dust may contain other substances in addition to grain (see Table 1).
The smallest flour dust particles have a diameter of less than 1 mm, and the largest are
about 200 mm in diameter. The aerodynamic diameter is around 5 mm for the smallest
particles and around 15 Ð 30 mm for the larger ones. More than half of the particles in flour
dust have an aerodynamic diameter greater than 15 mm (18). The protein content of flour is
about 10%, but it is considerably higher in particles smaller than 17 mm (31).
Several allergenic substances have been identified in flour. The primary allergens, with
molecular weights of about 15 kDa, belong to the group of a-amylase inhibitors (2, 11,
12). It has been suggested that the glycolized forms of these proteins are the most potent
allergens (22). Since profilins (proteins with molecular weights of 13 Ð 15 kDa) from
plants other than cereal grains are known allergens, it is assumed that wheat profilin may be
Table 1. Substances that may be found in flour dust (from Reference 31).
________________________________________________________________________
Component Examples
Grain glycoproteins, starch
Mites Dermatophagoides, Lepidoglyphus, Tyrophagus,
Glycyphagus, Acarus, Blomia
Mould Penicillium, Aspergillus, Alternaria spp.
Insects weevils, rice beetles
Enzymes maltase, a-amylase, protease, cellulase, hemicellulases,
xylanase, glucoamylase, glucose oxidase
Chemical additives preservatives (e.g. sorbic acid, acetic acid), bleach (e.g.
benzoyl peroxide, potassium bromate), antioxidants (e.g.
ascorbic acid, lauryl or propyl gallate), emulsifiers,
vitamins
Other additives yeast, soy flour, powdered eggs, sugars
Spices and flavorings anise, cardamom, cinnamon, cloves, ginger, lemon,
nutmeg, peppermint, vanilla
________________________________________________________________________
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one of the allergens responsible for hypersensitivity to flour (28). Both a- and b-
amylase from grains are also allergens. Wheat flour contains 0.1 Ð 1.0 mg a-amylase per
gram (7, 17). In addition to the allergens from the grain, flour dust may contain allergens
of mite, mould and/or insect origin (31).
Although most exposure to flour dust occurs in bakeries and flour mills, it also occurs in
other contexts. Table 2 shows the workplaces and jobs most commonly associated with
exposure to flour dust.
Enzyme additives are used in bakeries to improve the qualities of the dough. The most
common one is a-amylase from Aspergillus oryzae, but other mould enzymes are also
used. They were formerly added as powders but are now usually liquids or granules,
which reduces the amount of dust (5, 17).
A consensus report for industrial enzymes (19), based on a Nordic criteria document (4),
was published by the Criteria Group in June, 1996.
Table 2. Workplaces and jobs in which exposure to flour dust occurs (from Reference
31).
________________________________________________________________________
Workplace Job
Mills grinding, packaging, cleaning, maintenance
Bakeries mixing dry ingredients, dough mixing,
bread making, cleaning
Pastry shops weighing, mixing, production
Pasta factories production
Pizzerias production
Animal feed factories mixing
Malt factories drying, sifting, packing
Farming grinding, feeding animals
________________________________________________________________________
Exposure and uptake
The European Committee for Standardisation (CEN) has defined three categories for dust
sampling (9). The inhalable fraction consists of particles that are inhaled through the nose
and mouth, the thoracic fraction is that portion of the particles that can come below the
larynx, and the respirable fraction consists of particles that penetrate all the way into the
respiratory passages. Several reports published in recent years contain monitoring data on
flour dust and allergen concentrations. The size distributions of the particles in the dust and
the enzyme concentrations in bakeries and mills have also been described (10, 18, 26, 31).
In bakeries, the average concentration of flour dust during a work shift is usually higher
at the beginning of a process than at its end. Among the highest total dust concentrations
measured are 10 mg/m3 around mixing dough in bakeries and 11 mg/m3 in pastry shops
(23, 31). In an experimental study, the total dust concentration around weighing of flour
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additives was reduced from 45 mg/m3 to 0.06 mg/m3 by installing local air intake and
exhaust to supplement the existing general ventilation (13).
Brief (30 seconds to 4 minutes) exposures to high dust concentrations are common in
bakeries. A 30-minute geometric average of 9 mg/m3 has been measured around bread
making, although the average for the shift was only 0.9 mg/m3 (24). The allergen
concentration followed the same variations as the total dust (26). The highest
concentrations at both mills and bakeries were measured in connection with cleaning.
In measurements made in a flour mill, the average concentration of respirable airborne
dust was between 0.3 and 0.9 mg/m3 and the respirable fraction accounted for 23 to 31%
of the total dust concentration (1). The respirable fraction was 27% of total dust at small
industrial bakeries and 21% at larger bakeries in Denmark (32). For Swedish bakeries, the
thoracic fraction has been estimated to be 39% and the respirable fraction 19% of total flour
dust (7). The dustiest job was dough mixing: 14.1 mg/m3 inhalable dust with a thoracic
fraction of 26% and a respirable fraction of 9%.
In general, the allergen concentration increases linearly with the total dust concentration.
The highest concentrations of wheat antigens are measured around dough mixing (average
5.3 mg/m3) and the lowest around the ovens (average 0.3 mg/m3) (16). The concentration of
a-amylase varies with the type of bakery and the working area. The most heavily exposed
group are the workers who mix the dough, with a highest measured a-amylase exposure of
222 ng/m3 (15).
In general, the highest concentrations of inhalable dust are found around dough mixers in
larger bakeries and around bakers in small bakeries. In the large bakeries it is the dough
mixers who have the heaviest exposure, followed by the bread bakers, oven workers,
pastry chefs and packers (7, 14).
Toxic effects
Irritative and allergenic effects
Flour proteins are the main cause of allergy among bakers. Both prick tests and bronchial
provocation tests have been used to determine sensitivity, and IgE antibodies specific for
flour are important indicators in diagnoses of allergy to flour dust (31). In a study of 85
apprentice bakers, 29 healthy bakers chosen at random and 38 bakers with diagnosed
occupational disease, 5% of the apprentices, 21% of the healthy bakers and 91% of the sick
bakers had positive responses to a prick test with flour. IgE antibodies specific for wheat
flour were identified in 13% of the apprentices (17% of the music students who served as
controls), 28% of the healthy bakers and 80% of the sick ones. Similarly high frequencies
were noted for bronchial hyperreactivity (30).
In a survey of 176 bakers and 24 slicers and wrappers, coughing fits and shortness of
breath were more prevalent among the bakers (20% compared to 4%), and 11% of the
bakers met the criteria for work-related asthma. Bronchial hyperreactivity and positive prick
tests for wheat flour and ordinary allergens were more prevalent in this group than among
the other bakers (28).
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In a study of about 400 bakery workers, subjects were divided into three groups on the
basis of their exposure to wheat allergens. Average exposures were 0.1 mg/m3 for the low-
exposure group, 0.7 mg/m3 for the middle group, and 3.8 mg/m3 for the high-exposure
group. A correlation between allergen exposure and wheat-specific IgE sensitization was
found in both atopics and non-atopics. The prevalence of work-related symptoms was
higher in groups with higher exposure (2.4 in the medium-exposure group and 2.7 in the
high-exposure group), and the correlation was stronger for those who were sensitized than
for those who were not (14).
To quantify the risk of developing asthma, about 3000 bakers were compared with
unexposed controls. The relative risk of developing asthma while employed in a bakery
was 1.8 times that for the controls. There were 3.0 cases of asthma per 1000 person-years
among the bakers, compared with 1.8 per 1000 among controls. The incidence increased
with increasing cumulative dust dose, to 3.4 cases per 1000 person-years with a cumulative
dust dose of Ý30 mg-year/m3 (6).
In a study of 183 bakery workers who were exposed to flour dust concentrations up to 4
mg/m3 (geometric means 0.01 Ð 3.0), 13% reported work-related symptoms involving the
eyes and nose (itchy eyes, runny nose, sneezing) or had diagnosed rhinitis, and 9%
reported work-related respiratory symptoms (chest tightness, wheezing, shortness of
breath, chronic cough) or had diagnosed asthma. A prick test for flour was positive for 5%
of them, and 28% were positive to some antigen present in bakeries (flour, yeast, enzymes,
mites or mould). When the dust concentration was 1.7 Ð 11.0 mg/m3 (geometric means),
30% of 96 bakery workers reported symptoms involving the eyes and nose, 17% reported
respiratory symptoms, and 35% were positive to some antigen found in bakeries (23).
In one study, bakery workers and millers were divided into three exposure groups: low
(104 workers, average Ü1 mg/m3), medium (90 workers, average 1 Ð 5 mg/m3) and high
(62 workers, average Ý5 mg/m3). Symptoms involving the eyes and nose were reported by
11%, 15% and 31% respectively, and respiratory symptoms by 5%, 3% and 11%
respectively. Prick tests for bakery antigens were positive in 17%, 25% and 30%
respectively (8, 25).
Respiratory symptoms and results on metacholine provocation tests have been reported
for 44 workers exposed to flour and 164 controls who were not exposed to flour dust but
may have been exposed to other types of dust. The average exposure to flour dust was
below 3.5 mg/m3 with the exception of Óspecial bread baking,Ó where the average was 41.3
mg/m3. There was no statistically significant difference between the exposed group and
controls when the symptoms were compared individually, but the exposed group reported
Óone or more symptomsÓ significantly more often than controls. Positive metacholine tests
were more common among those exposed to flour dust (3).
In a study of 99 bakers from 56 traditional bakeries, 117 bakers from 9 bread factories,
and 81 packers (as controls) from the same factories, the measured total flour dust
concentrations were on average 0.9 Ð 2.1 mg/m3 in the traditional bakeries and 1.0 Ð 14.3
mg/m3 in the factories. The subjects were medically examined to determine whether they
had occupational asthma and/or rhinitis. Asthma was diagnosed in 8.6% of the factory
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bakers, 4.7% of the traditional bakers and 0% of controls, and occupational rhinitis in
16.2% of the factory bakers, 7.4% of the traditional bakers and 1.2% of controls (27, 32).
Of 322 employees of modern bakeries, flour-packaging plants and mills who responded
to a questionnaire, 14% reported work-related respiratory symptoms, 29% reported
symptoms involving the eyes or nose, and 9% reported skin symptoms. Sensitization was
checked with a prick test given to 335 persons: 5% were positive for flour allergens and an
equal number were positive for a-amylase (8).
Bakers are a high-risk group for hand eczema and contact urticaria (20, 21).
Dose-response / dose-effect relationships
Despite the existence of a large number of reports on sensitization and allergies following
exposure to flour dust, there are few reports giving a relationship between exposure levels
and effects. A summary of studies reporting both exposures and effects is given in Table 3.
The studies have been described in the foregoing text. High, brief (up to 30 minutes)
exposure peaks are common, but available scientific data provide insufficient basis for
identifying a relationship between exposure and effect.
Table 3. Relationships between exposure to flour dust and reported symptoms.
________________________________________________________________________
Number
exposed
Average dust
concentration
(mg/m3)
Occupation-related symptoms (%) Positive prick test
(%)
Ref.
eyes/nose respiratory
passages
skin flour bakery
allergens
104 Ü 1 11 5 2 2 17 8, 25
378 0.9 - 2.1 7 5 NR NR 34 32
183 0.01 - 3.0 13 9 NR 5 28 23
90 1 - 5 15 3 10 6 25 8, 25
62 Ý 5 31 11 10 5 30 8, 25
117 0.6 - 6.0 16 9 NR NR 36 32
96 1.7 - 11.0 30 17 NR 5 35 23
44 0.7 - 41.3 18 23 5 11 NR 3
aeroallergens
mg/m3
90 Ü 100 11 4 1 1 15 8, 25
83 100 - 215 14 4 6 5 28 8, 25
83 Ý 230 27 10 13 6 26 8, 25
________________________________________________________________________
NR = not reported
Conclusions
The critical effect of exposure to flour dust is symptoms involving the eyes and respiratory
passages, including asthma. Flour dust can cause allergic reactions in respiratory passages
and skin. It is impossible to establish a NOAEL on the basis of available data. It is also
impossible to assess the relevance of exposure peaks.
19
References
1. Awad El Karim M A, Gad El Rab M O, Omer A A, El Haimi Y A A. Respiratory and allergic
disorders in workers exposed to grain and flour dusts. Arch Environ Health 1986;41:297-301.
2. Barber D, Sanchez-Monge R, Gomez L et al. A barley flour inhibitor of insect alpha-amylase is a
major allergen associated with bakerÕs asthma disease. FEBS Lett 1989;248:119-122.
3. Bohadana A B, Massin N, Wild P, Kolopp M-N, Toamain J-P. Respiratory symptoms and airway
responsiveness in apparently healthy workers exposed to flour dust. Eur Respoir J 1994;7:1070-1076.
4. Brisman J. The Nordic Expert Group for Criteria Documentation of Health Risks from Chemicals.
111. Industrial enzymes. Arbete och Hlsa 1994;25:1-26.
5. Brisman J, Belin L. Clinical and immunological responses to occupational exposure to alpha-amylase
in the baking industry. Br J Ind Med 1991;48:604-608.
6. Brisman J, Jrvholm B G. Occurrence of self-reported asthma among Swedish bakers. Scand J Work
Environ Health 1995;21:487-493.
7. Burdorf A, Lillienberg L, Brisman J. Characterization of exposure to inhalable flour dust in Swedish
bakeries. Ann Occup Health 1994;38:67-78.
8. Cullinan P, Lowson D, Nieuwenhuijsen M J et al. Work related symptoms, sensitisation, and
estimated exposure in workers not previously exposed to flour. Occup Eviron Med 1994;51:579-583.
9. European Committee for Standardisation. Workplace atmospheres Ð Size fraction definitions for
measurement of airborne particles. European Standard EN 481. 1993.
10. Fonn S, Groeneveld H T, De Beer M, Becklake M R. An environmental and respiratory health status
to grain dust in a Witwatersrand grain mill: Comparison of workersÕ exposure assessment with
industrial hygiene survey findings. Am J Ind Med 1993;24:401-411.
11. Frnken J, Stephan U, Mayer H E, Knig W. Identification of alpha-amylase inhibitor as a major
allergen of wheat flour. Int Arch Allergy Immunol 1994;104:171-174.
12. Gomez L, Martin E, Hernandez D et al. Members of the alpha-amylase inhibitors family from wheat
endosperm are major allergens associated with bakerÕs asthma. FEBS Lett 1990;261:85-88.
13. Heinonen K, Kulmala I, Smnen A. Local ventilation for powder handling Ð combination of local
supply and exhaust air. Am Ind Hyg Assoc J 1996;57:356-364.
14. Houba R. Occupational respiratory allergy in bakery workers. Relationships with wheat and fungal a-
amylase aeroallergen exposure. Thesis. Landbouwuniversiteit Wageningen, The Netherlands 1996, 172
p.
15. Houba R, Heederik D J J, Doekes G, van Run P E M. Exposure -sensitization relationship for a-
amylase allergens in the baking industry. Am J Respir Crit Care Med 1996;154:130-136.
16. Houba R, van Run P, Heederik D, Doekes G. Wheat antigen exposure assessment for epidemiological
studies in bakeries using personal dust sampling and inhibition ELISA. Clin Exp Allergy
1996;26:154-163.
17. Jauhiainen A, Luohelainen K, Linnainmaa M. Exposure to dust and alpha-amylase in bakeries. Appl
Occup Environ Hyg 1993;8:721-725.
18. Lillienberg L, Brisman J. Flour dust in bakeries - a comparison between methods. Ann Occup Hyg
1994;38 suppl 1:571-575.
19. Lundberg P, ed. Scientific Basis for Swedish Occupational Standards. XVII. Arbete och Hlsa
1996;25:38-45.
20
20. Meding B, Brisman J, Jrvholm B. Risk factors for hand eczema in bakers. Jadassohn Centenary
Congress. London: 9-12 October 1996:37. (abstract 144).
21. Meding B, Brisman J, Jrvholm B. Frekomst av handeksem och kontakturtikaria hos bagare. 44.
Nordiska Arbetsmiljmtet Ndendal: 27-29 August 1995:145. (abstract)
22. Mena M, Sanchez-Monge R, Gomez L, Salcedo G, Carbonero P. A major barley allergen associated
with bakerÕs asthma disease is a glycosylated monomeric inhibitor of insect alpha-amylase: cDNA
cloning and chromosomal location of the gene. Plant Mol Biol 1992;20:451-458.
23. Musk A W, Venables K M, Crook B et al. Respiratory symptoms, lung function and sensitisation to
flour in a British bakery. Br J Ind Med 1989;46:636-642.
24. Nieuwenhuijsen M J, Lowson D, Venables K M, Taylor A J N. Flour dust exposure variability in
flour mills and bakeries. Ann Occup Hyg 1995;39:299-305.
25. Nieuwenhuijsen M J, Sandiford C P, Lowson D, Tee R D, Venables K M, McDonald J C, Newman-
Taylor A J. Dust and flour aeroallergen exposure in flour mills and bakeries. Occup Environ Med
1994;51:584-588.
26. Nieuwenhuijsen M J, Sandiford C P, Lowson D, Tee R D, Venables K M, Newman-Taylor A J N.
Peak exposure concentrations of dust and flour aeroallergen in flour mills and bakeries. Ann Occup
Hyg 1995;39:192-201.
27. Petersen N L, Mikkelsen S, Wilhardt P. Allergic sensitisation and allergic diseases in Danish bakers.
In: 25th International Congress on Occupational Health. Book of Abstracts I. Stockholm, 15-20
September 1996:282. (abstract)
28. Prichard M G, Ryan G, Musk A W. Wheat flour sensitisation and airways disease in urban bakers. Br
J Ind Med 1984;41:450-454.
29. Rihs H P, Rozynek P, Maytaube K, Welticke B, Baur X. Polymerase chain reaction based cDNA
cloning of wheat profilin: A potential plant allergen. Int Arch Allergy Immunol 1994;105:190-194.
30. Thiel H, Ulmer W T. BakerÕs asthma: Development and possibility for treatment. Chest 1980;78:400-
405.
31. Tiikkainen U, Louhelainen K, Nordman H. The Nordic Expert Group for Criteria Documentation of
Health Risks from Chemicals. 120. Flour dust. Arbete och Hlsa 1996;27:1-51.
32. Wihardt P, Mikkelsen S, Nchel Petersen L, Wittrock J. Forebyggelse af allergi hos bagare.
Kortl¾gning af melst¿vseksponering og helbredsunders¿gelser. Copenhagen: Arbejdsmilj¿fondet,
1993. (abstract in English)
21
Consensus Report for Butyl Acetates
February 11, 1998
This report, which treats the isomers n-butyl acetate, isobutyl acetate, sec-butyl acetate and
tert-butyl acetate, is based primarily on a criteria document produced in collaboration with
the Dutch Expert Committee for Occupational Standards (21). The Criteria Group
published a previous consensus report (13) for n-butyl acetate in June, 1984.
Chemical and physical data. Uses
n-butyl acetate
Names: n-butyl acetate, normal butyl acetate,
 1-butyl acetate, acetic acid butyl ester
CAS No.: 123-86-4
Formula: CH3-CO-O-(CH2)3-CH3
Molecular weight: 116.16
Boiling point: 127 °C (101.3 kPa)
Melting point: - 77 °C (101.3 kPa)
Vapor pressure: 1.07 kPa (20 °C)
Distribution coefficient: log Kow = 1.82
Conversion factors: 1 mg/m3 = 0.207 ppm;
1 ppm = 4.83 mg/m3
At room temperature n-butyl acetate is a clear, volatile liquid with a fruity odor. The
reported odor threshold is 10 ppm (21). The vapors can combine with air to make an
explosive mixture, and the explosion threshold has been reported to be 1.2 to 7.5%
(volume) in air. In water, and in reaction to light, the ester breaks down to acid and
alcohol. The substance is soluble in water (7 g/liter at 20 °C) and mixes with alcohols,
ether, ketones, esters, hydrocarbons and other organic solvents.
The isomer n-butyl acetate is used as a solvent in a wide variety of contexts:
nitrocellulose, paints, cosmetics etc. It occurs as a component in artificial flavorings,
photographic film, glues, plastics and safety glass, and is used as an extractant in the
pharmaceutical industry (24). Exposure levels averaging 9 mg/m3 with peaks as high as
1500 mg/m3 have been recorded in the paint industry (12, 22). In one study, the measured
concentration of n-butyl acetate around spray painting (where there was simultaneous
exposure to several solvents) ranged from 37.6 to 134 mg/m3 (21). There are several sets
of monitoring data from painting and from the paint industry (21) but there is seldom
mention of which isomer of butyl acetate was measured. In most cases, it was probably n-
butyl acetate and/or isobutyl acetate.
22
isobutyl acetate
Names: isobutyl acetate, 2-methyl-1-propyl acetate,
acetic acid isobutyl ester
CAS No.: 110-19-0
Formula: CH3-CO-O-CH2--CH(CH3)2
Molecular weight: 116.16
Boiling point: 117 °C (101.3 kPa)
Melting point: - 99 °C (101.3 kPa)
Vapor pressure: 2.0 kPa (20 °C)
Distribution coefficient: log Kow = 1.60
Conversion factors: 1 mg/m3 = 0.207 ppm;
1 ppm = 4.83 mg/m3
At room temperature isobutyl acetate is a clear liquid with a fruity odor. The reported
explosion threshold in air is 2.4 to 10.5% (volume). The substance is soluble in water (7.0
g/liter at 20 °C), alcohol, acetone and ether.
Isobutyl acetate is used as a solvent in paints and paint removers, and is a component of
hydraulic fluid (24). Concentrations up to about 100 mg/m3 have been measured in the
paint industry, and concentrations in the range 37 Ð 134 mg/m3 have been measured around
spray painting (21).
sec-butyl acetate (exists in D and L forms)
Names: sec-butyl acetate, secondary butyl acetate,
 2-butyl acetate
CAS No.: 105-46-4
Formula: CH3-CO-O-CH(CH3)-CH2-CH3
Molecular weight: 116.16
Boiling point: 112 Ð 117 °C (101.3 kPa)
Melting point: - 74 °C (101.3 kPa)
Vapor pressure: 2.5 kPa (20 °C)
Conversion factors: 1 mg/m3 = 0.207 ppm;
1 ppm = 4.83 mg/m3
At room temperature sec-butyl acetate is a clear liquid with a fruity odor. The reported
explosion threshold in air is 1.7 Ð 9.8% (volume). The isomer is soluble in water (30 g/liter
at 20 °C), alcohol, acetone and ether.
Sec-butyl acetate is used as a solvent for nitrocellulose and nail polish, and in surface
treatment of paper. No monitoring data on occupational exposures were found.
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tert-butyl acetate
Names: tert-butyl acetate, tertiary butyl acetate,
acetic acid tert-butyl ester
CAS No.: 540-88-5
Formula: CH3-CO-O-C(CH3)3
Boiling point: 97 Ð 98 °C (101.3 kPa)
Melting point: no data available
Vapor pressure: no data available
Distribution coefficient: log Kow = 1.38
Conversion factors: 1 mg/m3 = 0.207 ppm;
1 ppm = 4.83 mg/m3
At room temperature tert-butyl acetate is a clear liquid with a fruity odor. It is virtually
insoluble in water but dissolves in solvents such as alcohol and ether.
Tert-butyl acetate is used as a solvent for paint and as an anti-knock additive in motor
fuels (24). No monitoring data on occupational exposures were found.
Uptake, biotransformation, excretion
There are no quantitative data on uptake of butyl acetates.
When anesthetized rats were exposed via the trachea to n-butyl acetate, 34,000 mg/m3 for
1 hour or 4800 mg/m3 for 5 hours, constant blood levels of n-butyl acetate and n-butanol
were rapidly reached. The n-butyl acetate was eliminated from blood within 1 minute after
termination of the 1-hour exposure, and the halving time for n-butanol was 5 minutes (4,
6). In a similar experiment with tert-butyl acetate there was a steady increase of blood levels
during the exposures, and a two-phase elimination of the acetate, with halving times of 5
and 70 minutes, when exposure was terminated (4).
Butyl acetates are readily hydrolyzed to acid and alcohol in blood, liver, small intestines
and respiratory passages, and this has been demonstrated in vitro in homogenates (3, 11).
When n-butyl acetate was added to human blood samples the halving time for hydrolysis
was 4 minutes, but when tert-butyl acetate was tested the same way the halving time was
300 minutes (4).
The acetic acid formed in this process is oxidized via the tricarboxylic acid cycle to
carbon dioxide and water. Isobutanol and n-butanol are metabolized by alcohol
dehydrogenase and aldehyde dehydrogenase to the corresponding acids, which are
oxidized to carbon dioxide. The isomer sec-butanol is metabolized, also by alcohol
dehydrogenase, to methyl ethyl ketone, which is either excreted (in exhaled air or urine) or
further metabolized. Tert-butanol is metabolized more slowly. It is eliminated in urine as
glucuronide conjugates and acetone, and in exhaled air as acetone and carbon dioxide (23).
Using a system containing cytochrome P-450 2B4 (from rabbit liver), it was
demonstrated that sec-butyl acetate was first hydroxylated to an unstable hemiketal (2-
hydroxy-2-acetoxybutane) and then broken down to 2-butanone (methyl ethyl ketone) (16).
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Toxic effects
Human data
When volunteers were exposed to n-butyl acetate, most of them reported that 3 to 5 minutes
of exposure to 970 mg/m3 was irritating to the throat and that 1450 mg/m3 was irritating to
the nose and eyes as well (15). In a later study, volunteers were exposed to 70, 350, 1050
or 1400 mg/m3 for 20 minutes or to 70 or 700 mg/m3 for 4 hours. The highest
concentrations caused minimal irritation of eyes and respiratory passages (7).
A worker in penicillin production developed eczema on the hands, arms and face, and
had a positive reaction to a patch test with n-butyl acetate (5% in olive oil). This study also
included a control group of 36 patients, all of whom tested negative (17). In sensitization
studies with human subjects, n-butyl acetate (4 or 10% in petroleum jelly) was reported to
cause no irritation or sensitization. The North American Contact Dermatitis Group listed n-
butyl acetate as an eczema-causing ingredient in cosmetics after 1 of 149 patients given a
patch test had a positive reaction (2).
There are several epidemiological studies in which n-butyl acetate was one of several
solvents to which exposure had occurred. Irritation effects and effects on the nervous
system were found in these studies, but it is impossible to determine how much n-butyl
acetate contributed to these effects.
No data on human exposures to the other isomers were found.
Animal data
n-butyl acetate: No skin irritation was noted when 0.5 ml n-butyl acetate was applied to the
backs of rabbits under gauze (semiocclusive) for 4 hours, but severe irritation resulted from
a 24-hour period of occlusion (21). Instillation of 0.005 ml n-butyl acetate in the eyes of
rabbits caused severe burns (19). Instillation of n-butyl acetate solutions of 100%, 30%,
10% and 3% resulted in Draize scores of 8, 11, 19 and 2, respectively (9).
N-butyl acetate was not sensitizing when tested in the classical guinea pig maximization
test, nor was it sensitizing in the alternative mouse ear swelling test (MEST) (5). In studies
with two different strains of mice, the RD50 (50% reduction of respiratory rate) was
determined to be 3470 mg/m3 for one strain and 8340 mg/m3 for the other (1, 10, 14).
LC50 studies with rats have yielded results ranging from 740 mg/m
3 to nearly 43,000
mg/m3. Values of 740, 1800, 5055, 9700, 32,000 and 42,930 mg/m3 have been reported,
all of which apply to 4 hours of exposure (unpublished data, cited in Reference 21). The
design of the study with the lowest reported value is such that the animals were probably
exposed to higher concentrations (21). The clinical observations made in these studies
include eye irritation and effects on the nervous system (hypoactivity, ataxia, increased
respiratory rate, coma). Examination of the animals that died revealed discoloration of the
lungs, alveolar hemorrhages, necrotic epithelial cells in alveoli and edema.
In an unpublished study reviewed in the criteria document (21), Sprague-Dawley rats
(both sexes) were exposed to n-butyl acetate 6 hours/day, 5 days/week for 13 weeks.
Concentrations were 0, 2420, 7260 or 14,520 mg/m3. All the animals survived. Lower
body weights and necroses in olfactory epithelia were seen the two highest dose groups (all
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animals in the highest dose group and 10/20 animals in the second-highest dose group). No
exposure-related effects were observed in the lowest dose group. In a similar unpublished
study also cited in the criteria document, neurotoxicity was investigated with exposures of
13 Ð 14 weeks. No indications of neurotoxicity were seen in any of the exposure groups.
isobutyl acetate: The substance has been tested for eye and skin irritation, but not by the
standardized methods now in use. Isobutyl acetate was found to be Óslightly irritatingÓ to
the skin of rabbits and caused Ómoderate Ó inflammation in rabbit eyes (20). An RD50 of
3890 mg/m3 was established for mice, as a measure of bronchial irritation (1,14). Four
hours of exposure to 38,900 mg/m3 killed 4 of 6 rats (20).
sec-butyl acetate: There are no data on sec-butyl acetate.
tert-butyl acetate: There is an estimated RD50 for mice of about 76,000 mg/m
3 (1, 14). No
other data on tert-butyl acetate were found.
Mutagenicity, carcinogenicity, teratogenicity
N-butyl acetate has yielded negative results in mutagenicity tests with various strains of
Salmonella typhimurium, both with and without the addition of metabolizing systems. It
induced no chromosome aberrations or polyploidy in hamster fibroblasts (8, 18, 25).
There are no data on mutagenicity for the other three isomers.
No carcinogenicity data were found for any of the isomers.
An unpublished reproduction toxicity study is reviewed in the criteria document (21).
Groups of rats exposed during and/or before gestation to 7260 mg/m3 n-butyl acetate
showed toxic effects (lower relative body weights and absolute liver weights, higher
relative kidney and lung weights). In addition, their pups weighed less and had a higher
incidence of ossification. Similar results were obtained in a parallel study with rabbits,
where exposure was the same (21).
There are no reproduction toxicity data for the other isomers.
Dose-response / dose-effect relationships
Irritation of eyes, skin and mucous membranes was seen in volunteers after 4 hours of
exposure to 700 mg/m3 n-butyl acetate (7), and after a few minutes of exposure to about
1000 mg/m3 (15).
Toxic effects were seen in rabbits and rats exposed to 7260 mg/m3 n-butyl acetate for 13
weeks (21), and 2420 mg/m3 can be regarded as the NOAEL in these animal studies. An
RD50 of 3470 mg/m
3 has been estimated for mice (7, 14).
For the other isomers, there are too little data to support an estimate of a dose-response
or dose-effect relationship.
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Conclusions
The critical effect of occupational exposure to n-butyl acetate is irritation of eyes, skin and
mucous membranes. For isobutyl acetate, irritation is probably the critical effect, but the
data are less convincing. For the other isomers, there are no data indicating a critical effect.
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Toxic effects
Human data
Air concentrations of o-DCB were measured in an industrial study. Concentrations in 40
samples analyzed ranged from 1 to 44 ppm, with an average of 15 ppm. At these levels the
odor was regarded as unpleasant. Subjects experimentally exposed to o-DCB in
concentrations up to 50 ppm showed no evidence of eye or nose irritation, but noticed the
odor. When the concentration exceeded 100 ppm, subjects developed watery eyes,
coughing and shortness of breath (17). When 26 workers were accidentally exposed to o-
DCB for four workdays (8 hours/day), most of them developed eye, nose and throat
irritation; ten of them also had severe headaches and felt groggy, nauseous and dizzy. Only
four of them reported no symptoms. The air concentration was defined as a Ócharacteristic
strong odorÓ (30).
The odor of p-DCB was recognizable at concentrations of 15 ppm or more, and p-DCB
vapors in the concentration range 80 Ð 160 ppm were considered extremely uncomfortable;
above 160 ppm it became difficult to breathe. No symptoms of irritation were reported at
15 Ð 85 ppm (average 45 ppm) (16).
There is a case report of a woman who, after six years of excessive, non-occupational
use of p-DCB (in the form of mothballs), developed symptoms that progressed to severe
CNS effects with ataxia, slurred speech, muscular weakness in the legs and delayed
reflexes. The symptoms disappeared within eight months after exposure was stopped (20).
In another case, a woman developed encephalopathy with severe visual disturbances,
ataxia, tremor etc. after several months of exposure to p-DCB vapors (ÓsniffingÓ). The
woman recovered rapidly after exposure was stopped (25).
Animal data
o-DCB. An RD50 (50% decline in respiratory rate) of 181 ppm has been determined for
mice. The lowest concentration tested, 116 ppm, resulted in a respiratory rate 26% below
normal (7).
Male rats were experimentally exposed to 539 Ð 977 ppm for up to 10 hours and dose-
dependent effects were observed. At the highest dose, the animals survived for two hours.
The symptoms seen were lethargy, loss of balance, eye irritation, breathing difficulty and
coma (15).
Effects on liver have been investigated in two studies. In one study, male rats were
exposed for 4 hours to o-DCB in concentrations ranging from 204 to 774 ppm, and various
serum enzymes were measured 24 hours later. Exposed animals showed dose-dependent
increases of glutamate dehydrogenase, glutamic-pyruvic transaminase (ALT) and some
other enzymes when compared with controls (6). Similar results were obtained in a similar
study in which rats were exposed for 4 hours to levels ranging from 245 to 739 ppm.
Glutamate dehydrogenase activity in the serum of animals exposed to 374 Ð 386 ppm for 4
hours was up to 13 times greater than in controls. Glutathione-S-transferase activity in the
liver increased at the same time, whereas cytochrome P-450 levels were unaffected (5). A
reduction of glutathione in the liver, occurring before the increase of plasma ALT, was
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observed after intraperitoneal administration of o-DCB but not after administration of p-
DCB (2, 3).
In a 13-week study, rats and mice were given o-DCB by gavage in doses up to 4000
mg/kg body weight/day. Liver damage was noted in the rats at doses of 125 mg/kg or more
(23). Tubular degeneration was noted in the kidneys of male mice given 120 mg/kg body
weight/day, 5 days/week for 2 years (23). There were no indications that o-DCB was
carcinogenic to either rats or mice in this two-year study, in which the daily doses were 60
or 120 mg/kg. The observed kidney damage was probably not mediated by an a2-micro-
globulin complex, as it is with exposure to p-DCB (8).
Laboratory animals exposed to 4796 mg/m3 (» 800 ppm) 7 hours/day, 5 days/week for
69 days weakened and lost weight, and developed tremor and eye irritation (16). Rats,
guinea pigs and rabbits showed no harmful effects after six to seven months of exposure to
93 ppm (17).
p-DCB. In two skin sensitization studies (GPMT), p-DCB was found to be slightly
sensitizing to skin; it was consequently classified as a Grade II allergen on the Magnusson-
Kligman scale (12). Unlike o-DCB, p-DCB (at the same doses) does not seem to be acutely
hepatotoxic. The difference was attributed to differences in biotransformation and
formation of reactive metabolites (2).
In a 13-week study in which p-DCB was given to rats and mice by gavage 5 days/week,
nephropathy (tubular degeneration) was observed in the male rats receiving doses of 300
mg/kg body weight. Rats given 600 mg/kg had elevated relative liver weights (24).
m-DCB. Rats were given m-DCB by gavage in single doses of up to 2800 mg/kg body
weight: 24 hours later, centrilobular damage in livers was noted at 129 mg/kg, and liver
necrosis and elevated serum enzyme levels at 450 mg/kg (1). Liver cell necrosis, elevated
liver weights and elevated concentrations of serum enzymes were noted in male mice given
300 mg/kg by gavage (29).
Mutagenicity, carcinogenicity, teratogenicity
There are four case reports of DCB-related cancers (leukemias) in man, but the data provide
no basis for assessing the cancer risk. No exposure levels were given for any of the cases,
and the cause-effect relationship between DCB exposure and cancer can not be confirmed
(12).
In a study of 26 workers who were accidentally exposed to o-DCB (the air concentration
was defined as a Ócharacteristic strong odorÓ) for 4 workdays (8 hours/day), examination
of peripheral leucocytes showed chromosomal aberrations in about 9% of cells from the
exposed workers, compared with 2% in 10 controls. At a follow-up six months later, the
exposed group still had a higher frequency of aberrations than unexposed subjects (30).
Since there is no information regarding other exposures that may have occurred
simultaneously, a definite connection can not be made between the chromosomal
aberrations and the exposure to o-DCB.
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In vitro tests of o-DCB have generally yielded negative results for mutagenicity and
genotoxicity. In vivo studies of chromosome aberrations in bone marrow cells also yielded
negative results. It was concluded that o-DCB is not genotoxic (12). Several different in
vitro and in vivo genotoxicity tests with p-DCB have also yielded negative results.
The mutagenicity of m-DCB was tested on several different strains of Salmonella
typhimurium, both with and without metabolizing systems. No mutagenic activity was seen
in any of the tests (9).
In a 2-year follow-up study with p-DCB, a dose of 150 mg/kg resulted in kidney tumors
(adenocarcinomas) in male rats. Mice given 300 mg/kg developed nephropathy,
hyperplasia in adrenal glands, hepatocellular necroses and liver tumors. While there was
clear evidence of adenocarcinomas in the renal tubuli of male rats, there was no indication
of cancer in female rats. Both male and female mice had hepatocellular carcinomas and
adenomas (24). It has been proposed that, in sensitive mouse strains, these tumors are a
species-specific response to stimuli that are mitogenic but not genotoxic (10, 11). It should
be mentioned, however, that a subsequent Japanese study (original data were not available
when this document was produced) reports that mice of both sexes and of another strain
(BDF1) developed hepatocellular tumors which could be related to inhalation of p-DCB
(EU document, not yet official). At the dose levels that caused renal cancer in the male rats,
cell proliferation in the kidneys was elevated: this, together with complex binding and other
factors, indicates that the tumor-causing activity of p-DCB is mediated by an a2-
microglobulin complex (8, 11, 28).
Tumor promotion activity was tested using the liver foci method as an indicator: m-DCB
showed no tumor promotion activity in rats (15).
The IARC assessed o-DCB and p-DCB in 1987 (18): o-DCB was placed in Group 3
(Ónot classifiable with regard to its carcinogenicity to humansÓ), and p-DCB was placed in
Group 2B (Ópossibly carcinogenic to humansÓ). At that time the IARC assessments did not
include consideration of mechanistic studies.
In a teratology study, rats and rabbits were exposed to up to 400 ppm o-DCB during
gestation. The mothers in the highest dose group showed some indication of toxicity (lower
weight gain), but o-DCB was judged to be neither teratogenic nor fetotoxic (14). Structural
changes in testes and effects on spermatogenesis were observed in rats given 800 mg/kg
body weight intraperitoneally (21).
In a teratology study with p-DCB, rabbits were exposed to concentrations up to 800
ppm, 6 hours/day on days 6 to 18 of gestation. Their young showed no indications of
deformities (14). In a two-generation reproduction study with rats, each generation was
exposed to up to 539 ppm, 6 hours/day for 10 Ð 11 weeks. No effects on reproduction
were noted (22). Doses of up to 1000 mg/kg body weight were given to rats by gavage on
days 6 to 15 of gestation: slower growth was noted in the mothers at doses of 500 mg/kg
or higher. At maternal dose levels of 750 and 1000 mg/kg, an increase of skeletal variations
was observed in pups. The embryotoxicity was regarded as a secondary effect of the
maternal toxicity, and it was concluded that p-DCB was apparently not teratogenic (13).
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Dose-response / dose-effect relationships
Reported data on human exposures to o-DCB and p-DCB are given in Table 1. There are
no such data for m-DCB.
Table 1. Effects of o-DCB and p-DCB on humans (from Reference 12).
________________________________________________________________________
Concentration
o-DCB
Effect Ref.
17
15 ppm (1 Ð 44 ppm)
ÓindustrialÓ
No unpleasant odor
50 ppm Discernible odor, but no irritation of eyes or nose
100 ppm Irritation of eyes and respiratory passages
p-DCB 16
15 Ð 30 ppm Weak odor
30 Ð 60 ppm Strong odor
45 ppm
(15 Ð 85 ppm)
No irritation
80 Ð 160 ppm Extremely uncomfortable, even for those accustomed to
exposure
105 ppm
(50 Ð 170 ppm)
Irritation of eyes and nose
Ý160 ppm ÓUnbreathableÓ concentration
________________________________________________________________________
Conclusions
The critical effect of occupational exposure to o-DCB is irritation of eyes and mucous
membranes. A NOAEL of 50 ppm has been reported from industrial environments. The
odor can be discerned at concentrations as low as about 15 ppm. The LOAEL for
hepatotoxicity reported from animal experiments is 100 mg/kg body weight for rats and
250 mg/kg for mice. There is a case report indicating a connection between exposure to o-
DCB and chromosome aberrations, but o-DCB has shown no genotoxic activity in in vitro
tests.
The critical effect of occupational exposure to p-DCB is irritation of eyes and mucous
membranes. A NOAEL of 45 ppm has been reported. The odor is recognizable at
concentrations as low as 15 ppm. Tests indicate that p-DCB has no genotoxic activity.
Although the substance has induced kidney tumors in male rats, available data indicate that
the mechanism behind these tumors is not relevant to humans. The substance has also
induced liver tumors in mice. Although it is doubtful that the mechanism behind these
tumors is relevant to humans, p-DCB should be regarded as a human carcinogen until the
mechanism behind the genesis of the liver tumors is more clearly understood.
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The critical effect of occupational exposure to m-DCB can not be established. There are
no data on which to base a NOAEL/LOAEL.
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Consensus Report for Phosphorus Oxides
February 11, 1998
This document discusses phosphorus trioxide and phosphorus pentoxide.
Chemical and physical data. Uses
phosphorus trioxide
CAS No.: 1314-24-5
Synonym: diphosphorus trioxide
Formula: P2O3(P4O6)
Molecular weight: 109.95
Boiling point: 173 °C
Melting point: 23.8 °C
Conversion factors: 1 ppm = 4.56 mg/m3 (20 °C);
1 mg/m3 = 0.22 ppm (20 °C)
phosphorus pentoxide
CAS No.: 1314-56-3
Synonyms: diphosphorus pentoxide, phosphorus(V)oxide,
phosphoric acid anhydride
Formula: P2O5 (P4O10)
Molecular weight: 141.94
Boiling point:  605 °C*
Melting point: 562 °C*
Conversion factors: 1 ppm = 5.89 mg/m3 (20 °C);
1 mg/m3 = 0.17 ppm (20 °C)
_______________________
* Values are from Reference 12. Other sources report other boiling and melting points.
Phosphorus trioxide is formed by the oxidation of phosphorus under conditions of low
temperature and limited oxygen supply. The substance has the form of colorless crystals
that melt at room temperature. It reacts slowly with cold water, producing phosphorous
acid, whereas hot water causes a violent reaction producing phosphorus hydrides, red
phosphorus and phosphoric acid. Heated in air, phosphorus trioxide ignites at about 70 °C
and burns to phosphorus pentoxide (6, 11). Small amounts of phosphorus trioxide can
probably be formed in combustion of red and white phosphorus (6, 15).
Phosphorus pentoxide, which is a white solid, is formed by oxidation of phosphorus
with an adequate supply of oxygen. It is produced commercially by burning phosphorus in
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a current of air. The substance readily absorbs water and transforms through a series of
reactions (liberating heat) to phosphoric acid. The smoke formed by burning red or white
phosphorus in air is mostly phosphorus pentoxide at first, but in normally humid air it
gradually shifts to phosphoric acid (5, 6, 8, 15). Because of its high affinity for water,
phosphorus pentoxide is used as a desiccant (5). It is also used in the production of
surfactants, phosphoryl chloride and acrylate esters, and as a catalyst in air blowing of
asphalt (8).
Uptake, biotransformation, excretion
No studies were found on the uptake, metabolism or excretion of phosphorus trioxide or
phosphorus pentoxide. Phosphorus pentoxide is transformed to phosphoric acid on contact
with moisture (e.g. on skin and mucous membranes) (15).
It should be mentioned that the phosphate ion is a normal component of the body, and
that uptake from normal occupational exposure to phosphoric acid has been considered too
small to make a significant contribution to the phosphate pool in the body (7, 9).
Toxic effects
Human data
Phosphorus pentoxide in either smoke or powder form is irritating/corrosive to eyes,
respiratory passages and skin, and can cause severe burns (8, 10). There are a few
unpublished studies that report both exposure levels (smoke) and symptoms of exposed
persons. These studies, however, give no analysis data, so the chemical composition of the
smoke is not clear. Two older studies (from 1935 and 1944), cited in Reference 8, report
that respiratory symptoms were observed in persons exposed to smoke from white
phosphorus. One of the studies reports coughing and throat irritation in 108 men who were
exposed to 87 Ð 1770 mg/m3 for an unspecified period. According to the report, as a result
of this experiment exposure to a smoke concentration of 700 mg/m3 was considered to be
uncomfortable for working persons, and 1000 mg/m3 for resting persons. In the other
study, men were exposed in a chamber to 185 Ð 592 mg/m3 for 5 to 15 minutes. Throat
irritation, coughing, chest tightness and nasal discharge were reported, and it was stated
that 15 minutes of exposure to 514 mg/m3 was near the level at which there was danger of
severe (not further described) effects.
According to unpublished information (Rushing, 1957; cited in Reference 1 and
elsewhere), exposure to phosphorus pentoxide smoke at a concentration of 100 mg/m3 was
considered unbearable by all subjects except previously exposed workers. It is further
stated that an air concentration in the range 3.6 Ð 11.3 mg/m3 was tolerable but caused
coughing in workers who were not accustomed to it, and that concentrations in the range
0.8 Ð 5.4 mg/m3 were noticeable, but not uncomfortable (no exposure times were given).
Since there are no further data, this information can not be assessed more closely.
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Animal data
LC50 values for phosphorus pentoxide smoke from burning red phosphorus are reported in
an abstract (4). They reflect large inter-species variation in sensitivity. The calculated LC50
values (in mg/m3) were 61 for guinea pigs, 271 for mice, 1217 for rats and 1689 for
rabbits, and the deaths usually occurred during or shortly after the exposures. Many of the
rats and rabbits that died had acute inflammations and necroses in the mucous membranes
of the larynx and trachea and hemorrhages and edema in lungs, but the guinea pigs that
died showed only minor inflammatory changes in the respiratory passages. The surviving
guinea pigs were examined 14 days after exposure: they had necrotic areas in the mucous
membranes of the larynx and trachea. No exposure-related effects were seen in the airways
of surviving animals after exposure to air concentrations of 450 (rats, rabbits), 111 (mice),
and Ü 36 mg/m3 (guinea pigs).
In another study (6), rats were exposed to smoke probably containing a mixture of partial
hydrolysis products of phosphorus pentoxide, including cyclotetraphosphoric acid, formed
by combustion of red phosphorus/butyl rubber (95:5) containing minor amounts of mineral
oil and talc (the smoke also contained small amounts of phosphene). In the experiment, the
animals were exposed to a smoke concentration ranging from 3150 to 8460 mg/m3 (2720 Ð
6420 mg/m3 measured as phosphoric acid, approximately equivalent to 1970 Ð 4650 mg/m3
phosphorus pentoxide) for 1 hour, or to 1530 mg/m3 smoke (1210 mg/m3 measured as
phosphoric acid; about 880 mg/m3 measured as phosphorus pentoxide) for 4 hours.
Damage (including swelling, sores, hemorrhaging, inflammation) to larynx, epiglottis and
trachea was noted in the animals that died, and surviving animals had a deformed epiglottis.
Pronounced lung changes (including swelling, hemorrhages) were particularly common in
animals exposed to concentrations of 5360 mg/m3 (» 3200 mg/m3 phosphorus pentoxide)
or higher. The LC50 was reported to be 4330 mg/m
3 (» 2920 mg/m3 phosphorus
pentoxide).
Rabbits and rats were exposed for 30 minutes to smoke from two different pyrotechnic
mixtures containing red phosphorus (95% phosphorus/5% butyl rubber; 97%
phosphorus/3% butadiene styrene). The reported air concentrations were 3200 mg/m3 and
3100 mg/m3 respectively (680 mg/m3 or 670 mg/m3 expressed as phosphorus; about 1560
mg/m3 or 1535 mg/m3 expressed as phosphorus pentoxide). Both mixtures resulted in
inflammatory changes in the larynx, trachea and lungs (alveolitis, bronchial pneumonia).
Hemostasis was observed in the livers of a few animals that died, but its connection to the
exposures is uncertain. No noteworthy histological changes were seen in kidneys,
adrenals, spleen or pancreas (13).
Rats were exposed for 2, 4 or 13 weeks (2.25 hours/day, 4 days/week) to smoke
generated by burning red phosphorus/butyl rubber (95:5). Concentrations were 300 Ð 1200
mg/m3. The highest dose level caused labored breathing (3). Rats exposed to 750 or 1200
mg/m3 for 13 weeks showed significant reductions in body weight and feed consumption
(2). Minimal to severe connective tissue changes were found in the lungs of rats exposed to
air concentrations of 750 mg/m3 or higher. (At a phosphoric acid content of 70%, this is
equivalent to about 380 mg/m3 phosphorus pentoxide or higher.) The frequency/severity of
the changes increased with increased dose and exposure time. A few animals exposed for
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13 weeks showed slight indications of connective tissue changes at the lowest dose level,
300 mg/m3 (at a phosphoric acid concentration of 70% this is equivalent to about 150
mg/m3 phosphorus pentoxide) (3), while 13 weeks of exposure to 50 mg/m3 on the above
schedule reportedly (2, 3) caused no measurable lung fibrosis (no further details of this
sub-study are given). At exposures of 300 mg/m3 or above (13 weeks) there was also
significantly reduced (transient) bactericidal activity in the lungs. Minor, transient
biochemical changes in alveolar macrophages (ATP levels, 5Õ-nucleotide activity) were
noted at several exposure levels (300 Ð 1200 mg/m3) and exposure periods (3).
The effects of exposure to smoke from burning red phosphorus/polyvinyl butyral (95:5)
were studied in another experiment with rats, guinea pigs and mice (14). The animals were
exposed to an average 128 or 16 mg/m3 (expressed as phosphorus) 1 hour/day, 5
days/week for 36 weeks (mice) or 40 weeks. These exposure levels, converted to
phosphorus pentoxide, were 293 and 37 mg/m3. (If it is assumed that this smoke is
comparable with the smoke in Reference 13, from two different pyrotechnic mixtures
containing 95 Ð 97% red phosphorus, these phosphorus levels can be considered
approximately equivalent to 600 mg/m3 and 75 mg/m3 smoke). The higher dose level
affected survival of both guinea pigs and mice: all of the guinea pigs in this dose group died
during or shortly after their initial exposure, and histological examination revealed lung
damage. Among the guinea pigs in the low-dose group there was a slightly elevated
occurrence of chronic interstitial nephritis (p Ü 0.05), and more deaths than in the control
group. Among the rats and mice there was a dose-dependent reduction in growth, but no
effects of the exposure were observed in examined organs except a possibly greater (dose-
dependent) accumulation of macrophages in the lungs of the mice. It should be mentioned,
however, that many of the pathological examinations were made 19 months after the
beginning of the study.
In an unpublished study (8) it is reported that effects on the respiratory passages of rats
were noted after exposure to smoke from burning white phosphorus 15 minutes/day, 5
days/week for 13 weeks. The reported exposure levels were 1161, 589 and 193 mg/m3. In
the highest dose group, 40% of the animals died; inflammation was observed in the
trachea, larynx and bronchi. Minor inflammatory changes were observed in the tracheas of
animals in the middle dose group, but in the low-dose group there was only one animal
with tracheitis. No systemic effects (clinical chemistry, hematology, body or organ
weights) were observed in any dose group. According to the authors, the LOAEL was 193
mg/m3 (8).
Mutagenicity, carcinogenicity, reproduction toxicity
An unpublished study (8) reports that no mutagenic effects (gene mutations in gametes)
could be observed in tests with fruit flies. The flies were given 0.01 Ð 10% condensed
smoke from burning white phosphorus in food for 42 hours. Another unpublished study
(8) reports that no mutagenic effect, expressed as significant, dose-related increase in the
number of resorbed embryos, was observed in rats after males had been repeatedly
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exposed to 500 or 1000 mg/m3 smoke from white phosphorus (15 minutes/day, 5
days/week, 10 weeks) and mated with untreated females.
No data on carcinogenicity were found in the literature.
In an unpublished reproduction study (8), rats were reported to show effects after
exposure to 500 or 1000 mg/m3 smoke of white phosphorus 15 minutes/day before (males
10 weeks; females 3 weeks), during and after gestation. Although no external deformities
or significant effects on litter size were observed, the average body weight of the pups was
lower in the high-dose group than in the other groups and these pups also had a
significantly lower survival rate than the others. The authors attribute this effect to poor
maternal care due to the weakened condition of the mothers after the exposures. In another
section of the study, a dose-dependent increase in the incidence of a type of skeletal
variation was noted in embryos after maternal exposure to smoke of white phosphorus on
days 6 to 15 of gestation (500 or 1000 mg/m3, 15 minutes/day). Other types of changes
(visceral) were also noted in the fetuses in the high-dose group, but the significance of
these observations is unclear. No information regarding possible toxicity to the mothers
was reported in this part of the study.
Dose-effect / dose-response relationships
There are no data on human exposures that could provide a basis for a dose-effect or dose-
response relationship for phosphorus trioxide or phosphorus pentoxide, but unpublished
data indicate a concentration-dependent effect on respiratory passages.
Effects on experimental animals that inhaled smoke from burning red phosphorus
(probably containing mostly phosphorus pentoxide and/or hydrolysis products) are
summarized in Table 1.
Table 1. Effects on laboratory animals exposed by inhalation to smoke from burning red
phosphorus.
________________________________________________________________________
Exposure Species Effects Ref.
4330 mg/m3, 1 hour (» 2920
mg/m3 phosphorus pentoxide*)
Rats LC50, pronounced swelling of
larynx, deformed epiglottis
 6
3100Ð3200 mg/m3, 30 min.
(»1535Ð1560 mg/m3
phosphorus pentoxide**)
Rats,
rabbits
Inflammatory changes in larynx,
trachea and lungs
 6
1689 mg/m3¤, 1 hour Rabbits LC50  4
1530 mg/m3, 4 hours (880
mg/m3 phosphorus pentoxide*)
Rats 2 of 10 animals died; pronounced
swelling and inflammation of
larynx, deformed epiglottis
 6
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1217 mg/m3¤, 1 hour Rats LC50  4
750 mg/m3, 2.25 hours/day, 4
days/week; 2, 4, or 13 weeks
(380 mg/m3 phosphorus
pentoxide*)
Rats Minimal to mild connective tissue
changes in lungs, reduced
bactericidal activity in lungs (13
weeks), reduced body weight (13
weeks)
2, 3
600 mg/m3, 1 hour/day, 5
days/week; 36 Ð 40 weeks (293
mg/m3 phosphorus pentoxide**)
Rats, mice,
guinea pigs
Deaths, lung damage, reduced
growth, elevated numbers of
macrophages in lungs (mice)
14
300 mg/m3, 2.25 hours/day, 4
days/week; 13 weeks (150
mg/m3 phosphorus pentoxide*)
Rats Minimal connective tissue
changes in lungs, reduced
bactericidal activity in lungs
 3
271 mg/m3¤, 1 hour Mice LC50  4
75 mg/m3, 1 hour/day, 5
days/week; 36 Ð 40 weeks (37
mg/m3 phosphorus pentoxide**)
Rats, mice,
guinea pigs
Deaths, retarded growth, slightly
elevated occurrence of nephritis
(guinea pigs); increased
accumulation of macrophages in
lungs (mice)
14
61 mg/m3¤, 1 hour
_________________________
Guinea pigs LC50  4
¤    reported as phosphorus pentoxide smoke
*    the phosphorus pentoxide concentration was calculated from the concentration of
phosphoric acid.
**  the phosphorus pentoxide concentration was calculated from the concentration of
phosphorus.
________________________________________________________________________
Conclusions
The critical effect of exposure to phosphorus pentoxide, judging from data on smoke
exposures, is irritation of respiratory passages. There is a possibility that the effects are due
to hydrolysis products. The chemical characteristics of phosphorus pentoxide indicate that
the substance can also be irritating/corrosive to eyes and skin.
For phosphorus trioxide, available data do not allow a critical effect to be established.
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11 Ð 25 °C. A 50% solution (v/v) of cresol in a soapy solvent is marketed under the brand
name Lysol.
Cresol mixtures are used as degreasers, preservatives in cutting oil, in ore flotation  and
for wood impregnation.
Uptake, biotransformation, excretion
There are no quantitative data on uptake of cresols by human subjects. Toxicological data
indicate that cresols can be absorbed by the skin. In an in vitro study, p-cresol (4 mg/cm2)
was applied to stratum corneum from a mouse (in a diffusion cell). The cumulative
permeation was 69% of the applied dose after 6 hours, 74% after 12 hours and 77% after
24 hours (7).
Rabbits given 100 or 200 mg cresol (individual isomers) per kg body weight by gavage
excreted 75 to 90% of the dose in urine within 24 hours, indicating almost complete
absorption from the digestive tract. Most of the cresol absorbed by the rabbits was excreted
as conjugates (60 Ð 70% of the dose as glucuronides; 10 Ð 15% as sulfates) (4).
In vitro studies with rat liver microsomes have revealed that the oxidative metabolism of
p-cresol differs from that of the other two isomers (15, 16).
The microbial flora in the digestive tract can form p-cresol from tyrosine in food. The
urine from ten healthy subjects was reported to contain 51.8 mg p-cresol per day (2, 12).
Toxic effects
Skin contact with cresols can result in severe skin irritation and dermatitis. Cresols are also
regarded as potent eye irritants for humans (14). There are several case reports describing
the effects of oral intake (intentional or unintentional) of cresols. The effects comprise
irritation of mouth and throat, stomach pains, eructation, hemolytic anemia, increased heart
rate, liver and kidney damage, headaches, facial paralysis, drowsiness, coma and death.
Skin contact has also resulted in effects on the nervous system, liver and kidneys, and
caused some human fatalities (9).
When cresol was applied to the eyes of rabbits in the Draize test, it was observed that all
three of the isomers were strongly irritating. They were also found to be powerful irritants
when applied to shaved rabbit skin (17).
Judging from the calculated LD50 values for rats, mice and rabbits, m-cresol seems to be
more toxic than the other two isomers, which have LD50 values nearly twice as high (14).
ortho-cresol: A criteria document from NIOSH (9) contains a review of a Russian study
reporting that a concentrated aerosol of o-cresol (exposure levels and times not given) had
an irritative effect on respiratory passages. Brief exposures (not more closely defined) to
1.4 ppm o-cresol caused irritation of mucous membranes in the nose and respiratory
passages of 8 of 10 volunteers.
Of 10 patients with dermatitis and contact allergy (phenol-formaldehyde) patch-tested
with a solution of 81% o-cresol in ethanol, 4 had a positive response. Three of these had a
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positive response to an 8.1% solution, but not to an 0.81% solution. None of the 20
controls had a positive response to the o-cresol solution (5).
In an in vivo mutagenicity study, mice were given intraperitoneal injections of 200 mg o-
cresol/kg body weight. Within 21.5 hours the mice became lethargic and developed
ÓgoosefleshÓ and watery eyes (6). The intraperitoneal dose of o-cresol causing convulsions
in 50% of animals was estimated to be 117 mg/kg body weight (1). A total intravenous
dose of 50 Ð 60 mg o-cresol/kg body weight given to rats caused excitation with muscle
spasms (8).
In an NTP study (10), groups of rats and mice were given o-cresol in feed (0, 300,
1000, 3000, 10,000 or 30,000 ppm) for 28 days. Three mice died, but none of the rats,
and no clinical indications of toxicity were observed. The LOAEL for male rats was
reported to be 3000 ppm in feed (» 260 mg o-cresol/kg body weight/day), since at this
dose the rats had elevated relative liver and kidney weights. The LOAEL for female rats
was 10,000 ppm in feed (» 880 mg/kg body weight/day). The LOAEL for mice (both
sexes) was 3000 ppm in feed, equivalent to a dose of about 550 (males) to 750 (females)
mg/kg body weight/day: the effect observed was elevated relative liver weights.
In a similar 13-week study, groups of rats were given 0, 1880, 3750, 7500, 15,000 or
30,000 ppm o-cresol in feed. The LOAEL (both sexes) reported in this study was 7500
ppm in feed ( » 500 mg/kg body weight/day). As in the previous study, the observed effect
was elevated liver weights (10). In an earlier study, cited in Reference 10, groups of rats
were given o-cresol (in corn oil) by gavage for 13 weeks. Doses were 0, 35, 175 or 600
mg/kg body weight/day. Animals in the highest dose group showed effects such as
lethargy, tremor, labored breathing, convulsions and coma. No histopathological changes
could be found. The LOAEL arrived at in this study was 600 mg/kg.
The neurotoxicity of o-cresol was examined in an unpublished study cited in Reference
14. Groups of rats were given o-cresol by gavage in doses of 0, 50, 175, 450 or 600
mg/kg body weight/day for 13 weeks. Four of 10 males and 7 of 10 females in the highest
dose group died, and 2 animals in the 450 mg/kg dose group died. No damage to brain or
nervous tissue was observed, nor were there any observed effects in behavior tests.
There is also a 13-week study in which groups of mice were given o-cresol in feed (0,
1250, 2500, 5000, 10,000 or 20,000 ppm). For males, a LOAEL of 1250 ppm (the lowest
dose tested, equivalent to about 200 mg o-cresol/kg body weight/day) was reported: the
observed effect was an increase in relative liver weights. The same effect was seen in
females receiving 5000 ppm in feed (» 935 mg/kg body weight/day) (10).
meta-cresol. Mice were given 200 mg m-cresol by intraperitoneal injection. Within 21.5
hours the animals became lethargic and had watery eyes (6). The intraperitoneal dose that
caused convulsions in 50% of animals was calculated to be 102 mg/kg body weight (1).
In a 28-day study, groups of rats and mice were given m-cresol in feed (0, 300, 1000,
3000, 10,000 or 30,000 ppm). There were no clinical indications of toxicity, and no
histopathological changes were found. The LOAEL for rats (both sexes) was 10,000 ppm
in feed (» 870 mg/kg body weight/day). The effects noted were increased relative liver and
kidney weights. For male mice the LOAEL was 3000 ppm in feed (» 520 mg/kg body
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weight/day). Female mice had elevated relative liver weights at all dose levels (the lowest
dose was equivalent to about 60 mg/kg body weight/day) (10).
Groups of rats were given m-cresol by gavage in doses of 0, 50, 150 or 450 mg/kg body
weight/day for 13 weeks: the LOAEL for males was 150 mg/kg/day, and for females 450
mg/kg/day (10). In a neurotoxicity study, rats were given 0, 50, 150 or 450 mg/kg body
weight /day. In the highest dose group there were elevated incidences of salivation,
hypoactivity and rapid breathing. These effects were not seen at lower doses (14).
para-cresol. An 0.5% solution of p-cresol in acetone, applied to shaved mouse skin 3 times
a week for 6 weeks, caused depigmentation of both skin and hair (13).
Patch tests with p-cresol were given to the same 10 subjects who were tested with o-
cresol (see above). One person had a positive response to an 81% solution (in ethanol) (5).
Mice given 75 mg p-cresol/kg body weight intraperitoneally became lethargic and
developed watery eyes within 21.5 hours (6). The intraperitoneal dose causing convulsions
in 50% of the mice was calculated to be 110 mg/kg body weight (1).
In a 28-day study, groups of rats and mice were given feed containing p-cresol (0, 300,
1000, 3000, 10,000 or 30,000 ppm). All the mice in the highest dose group died. The rats
showed histopathological changes in bone marrow and nasal epithelia, in addition to the
effects noted with the other isomers. The damage to nasal epithelium was assumed to result
from its direct contact with the feed. For the rats, the LOAEL was 3000 ppm (» 250 mg/kg
body weight/day). The effects noted were bone marrow hypocellularity and elevated
relative liver weights. Elevated relative liver weights were observed in the mice at a LOAEL
of 3000 ppm in feed (» 500 mg/kg body weight/day) (10).
In a 13-week study, groups of rats were given p-cresol by gavage in doses of 0, 50, 175
or 600 mg/kg body weight/day. The females in the two highest dose groups developed a
dose-related anemia. Males in the highest dose groups had elevated serum protein. There
were indications of chronic nephropathy (unspecified) in all dose groups. In addition,
minimal metaplasias were found in tracheal epithelia in the high-dose groups of both sexes.
The LOAEL was determined to be 175 mg/kg body weight /day (10).
In a neurotoxicity study, groups of rats were given 0, 50, 150, or 600 mg p-cresol/kg
body weight/day for 13 weeks. Histological examinations revealed no damage to brain or
nervous tissue, and no exposure-related effects were discernible in behavior tests. In the
highest dose group there were increased incidences of salivation, hypoactivity and panting
(14).
meta-+ para-cresol (60:40). The cresol mixture was given to groups of rats and mice in
feed (0, 300, 1000, 3000, 10,000 or 30,000 ppm) for 28 days. Irritation was seen in nasal
epithelia, esophagus and forestomach of both rats and mice. For male rats, the LOAEL was
3000 ppm (» 260 mg/kg body weight/day). At that dose, animals had elevated relative liver
weights and histopathological changes in thyroids. For female rats, the effects at the
LOAEL, 1000 ppm in feed (»100 mg/kg body weight/day), were elevated relative and
absolute liver weights. For male mice, the LOAEL was 1000 ppm in feed (»160
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mg/kg/day), and for female mice 3000 ppm (» 600 mg/kg/day). For both sexes the
observed effect was elevated liver weights (10).
The same cresol mixture was also used in a 13-week study with rats and mice. The rats
were given feed containing 0, 1880, 3750, 7500, 19,000 or 30,000 ppm. Clinical data
from the two highest dose groups indicated disturbances in hepatocellular function. Males
in these dose groups also had thyroid damage. Uterine atrophy was observed in females in
the highest dose group. For both sexes, the LOAEL (elevated liver weights) was 3750 ppm
(» 240 mg/kg body weight/day) (10). The mice in this study were given feed containing 0,
625, 1250, 2500, 5000 or 10,000 ppm of the cresol mixture. The observed effects were
limited to elevated relative liver weights and nasal irritation (hyperplasia in epithelial tissue).
The LOAEL for females was 5000 ppm (» 775 mg/kg/day) and for males 10,000 ppm (»
900 mg/kg/day) (10).
Mutagenicity, carcinogenicity, teratogenicity
The results of several unpublished genotoxicity studies are presented in Reference 14.
Briefly, it can be said that o-cresol and p-cresol have been negative in mutagenicity tests
with bacteria, whereas m-cresol was negative in tests with Salmonella typhimurium but
positive in tests with E. coli. On the other hand, m-cresol was negative in mammalian cell
systems, whereas o-cresol and p-cresol showed clastogenic activity in some mammalian
cell systems (e.g. CHO cells). There is no indication that any of the isomers has genotoxic
activity in vivo (14).
No long-term cancer studies with experimental animals were found in the literature, but a
cancer study with o-cresol and a mixture of m- and p-cresol is planned by the NTP (11).
After application of a single initiation dose of 9,10-dimethyl-1,2-benzanthracene, each
isomer (dissolved in acetone) was applied to the skin of mice twice a week for 11 weeks.
After 12 weeks, 17 of 27 mice treated with o-cresol were still alive, as were 14 of 29
treated with m-cresol and 20 of 28 treated with p-cresol. Average numbers of papillomas
per surviving mouse were 1.35 for o-cresol, 0.93 for m-cresol and 0.55 for p-cresol.
There were no papillomas in the control group, which after initiation was treated with
acetone alone. No carcinomas were seen (3). It has been shown that o-cresol influences the
carcinogenic effect of benzo(a)pyrene in the forestomachs of mice. Simultaneous
administration (gavage) of 1 mg o-cresol and 1 mg benzo(a)pyrene twice a week (20 doses
in all) increased the number of tumors and reduced the latency time in comparison to
treatment with benzo(a)pyrene alone. If the o-cresol was given to the animals before the
benzo(a)pyrene treatment was begun, the number of malignant tumors was lower and the
latency time longer. If the substances were given in reverse order, all the resulting tumors
were benign (18).
In the above-described NTP study (10) in which groups of rats and mice were given
cresol in feed for 28 days or 13 weeks, reproductive organs were also examined. The o-
cresol had no effect on tissue weights in the rats, and no histopathological changes were
seen. The m-cresol resulted in uterine atrophy in female rats in the highest dose group
(about 2300 mg/kg body weight/day, 28 days). With p-cresol, histopathological changes
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were seen in uteri at a daily dose (28 days) of about 2050 mg/kg body weight. Mice in the
28-day study had histopathological changes in uteri and ovaries at a daily dose of about
5000 mg o-cresol/kg body weight. The other two isomers yielded the same results.
Several unpublished reproduction toxicity studies are reviewed in Reference 14. In all
cases cresol was given in diet, and maternal toxicity was observed at doses lower than
those affecting reproduction or young. Rats showed indications of maternal toxicity at daily
doses of 175 mg/kg body weight or higher, whereas no indications of toxicity appeared in
young at daily doses below 450 mg/kg body weight. For rats, the NOAEL for maternal
toxicity was 30 mg/kg body weight/day (all three isomers), and for rabbits 5 mg p-
cresol/kg body weight/day and 100 mg/kg/day for the other two isomers. There is also a
mouse study reporting a NOAEL of 263 mg/kg body weight/day.
Dose-response / dose-effect relationships
There are no data on which to base a dose-response or dose-effect relationship for humans.
Brief exposures to 1.4 ppm o-cresol caused irritation of mucous membranes. Long-term
studies with rats which report a LOAEL and the observed effects are summarized in Table
1.
As for studies with other animal species, it can be mentioned that 60 mg/kg body weight
m-cresol given in diet for 28 days resulted in elevated relative liver weights in females of
mice. Intraperitoneal injections of 75 mg p-cresol/kg body weight given to mice caused
lethargy and watery eyes, and about 100 mg/kg caused convulsions, regardless of which
cresol isomer was used. In 13-week studies in which o-cresol was given to mice in feed, it
was found that daily doses of 200 mg/kg body weight resulted in elevated relative body
weights.
Conclusions
The critical effect of occupational exposure to cresols is irritation of skin, mucous
membranes and eyes. Skin uptake can be a major factor in occurrence of systemic effects.
One study indicates that o-cresol may have tumor-promoting activity.
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Table 1. Summary of results from long-term studies with rats. Details are given in the
section on Toxic Effects.
________________________________________________________________________
Isomer LOAEL
mg/kg/day
Type of study Effect Ref.
ortho-cresol 600 13 weeks, gavage CNS depression, death 10
510 13 weeks, in diet Increased relative liver
weights
10
450 13 weeks, gavage;
2-generation study
CNS depression, death,
toxicity in F1 generation
14
450 13 weeks, gavage;
neurotoxicity study
Indications of toxicity 14
175 13 weeks, gavage;
2-generation study
Indications of toxicity in F0
generation
14
meta-cresol 450 13 weeks, gavage;
2-generation study
CNS depression, death,
indications of toxicity in F1
generation
14
450 13 weeks, gavage;
neurotoxicity study
Indications of toxicity 14
450 13 weeks, gavage Indications of toxicity in
females
10
175 13 weeks, gavage;
2-generation study
Indications of toxicity in F0
generation
14
150 13 weeks, gavage Retarded weight gain 10
para-cresol 600 13 weeks, gavage;
neurotoxicity study
Indications of toxicity 14
450 13 weeks, gavage;
2-generation study
CNS depression, death,
indications of toxicity in F1
generation
14
175 13 weeks, gavage Elevated total protein in
serum of males, mild anemia
in females
10
175 13 weeks, gavage;
2-generation study
Indications of toxicity in F0
generation
14
________________________________________________________________________
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Consensus Report for Hydrogen Bromide
February 11, 1998
Chemical and physical data. Uses
CAS No.: 10035-10-6
Synonyms: hydrogen bromide, hydrobromic acid
Formula: HBr
Molecular weight: 80.92
Boiling point: - 67 °C
Melting point: . - 88.5 °C
Vapor pressure: 2198 kPa (20 °C);
28 kPa (20 °C) (aqueous solution)
Saturation concentration: 2.1% in air (20 °C)
Solubility in water: 193 g/100 ml (25 °C)
Conversion factors: 1 ppm = 3.36 mg/m3 (20 °C);
1 mg/m3 = 0.30 ppm (20 °C)
Hydrogen bromide at room temperature is a colorless gas with a sharp odor (8). One study
(3) reports the odor threshold to be 2 ppm. The gas is much heavier than air and forms a
fog in damp air, since it takes up enough water to form droplets (4, 9). Hydrogen bromide
dissolves readily in water, creating a strong acid. Hydrobromic acid is a clear, fuming
liquid that turns brown on exposure to air and light. Hydrogen bromide is also soluble in
acetic acid, alcohol, toluene etc. (6).
Hydrobromic acid/hydrogen bromide are found only in industrial processes.
Hydrobromic acid can be produced by a direct reaction between bromine and hydrogen,
from seawater, or as a by-product in bromization of organic compounds (6). Hydrobromic
acid may be used in bromization of aliphatic and aromatic compounds and in the production
of inorganic bromides. These compounds may be used as fireproofing agents, in
pharmaceuticals etc. (6). Hydrogen bromide may be emitted from pyrolysis of fire-
extinguishing chemicals or disinfectants containing bromine (7, 10, 14).
Uptake, biotransformation, excretion
No information was found.
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Toxic effects
Human data
The chemical characteristics of hydrogen bromide make it extremely irritating to the upper
respiratory passages. At high air concentrations, the substance has been reported to cause
deaths due to cramps/inflammation in the larynx, inflammation in the upper respiratory
passages, and/or pulmonary edema (4, 8). Exposure to the substance in either gas or liquid
form has also been reported to cause severe irritation (sometimes corrosion) of eyes and
skin (2, 4, 8) .
There is a case report (11) of a person who was splashed with a mixture of hydrogen
bromide and phosphorus tribromide, especially on the face and hair. She suffered local
burns, dizziness, cough and slight throat irritation. She probably breathed gas containing
bromine for at least 5 to 10 minutes after the accident, and during the subsequent weeks she
developed chemical pneumonia. No air concentrations are given in this report. Another
report (5) describes acute symptoms including burning sensations in the eyes, throat and
chest, shortness of breath, hoarseness and coughing in two persons who on different
occasions had bathed for 5 Ð 10 minutes in a hot tub in a closed 8 x 11-foot room. The
facility had been using Óbromine tabletsÓ which on hydrolysis release HBrO and other
substances. Reaction with microorganisms can produce bromide ions and hydrobromic
acid, which when heated evaporate to bromine gas and hydrogen bromide gas,
respectively. Both persons had noticed a sharp odor while bathing, but no air
concentrations are given in the report. Some symptoms, including coughing, hoarseness,
shortness of breath and a burning sensation in the chest with physical exertion, persisted
for several months, and a metacholine test was strongly positive. One of the patients also
suffered hair loss and intermittent bleeding from the anus for a week or two after the
exposure.
There are a few reports containing both information on air concentrations of hydrogen
bromide and effects on exposed persons, but the data given are usually quite sparse. Two
reference works (4, 8) state that a few minutes of exposure to air concentrations around
1300 Ð 2000 ppm have caused death. One of them (4) also states that 30 Ð 60 minutes of
inhalation exposure to concentrations in the range 1000 Ð 1300 ppm is Ódangerous.Ó
According to the same source, the highest concentration tolerable for 60 minutes is about
50 Ð 100 ppm, and the maximum tolerable for several hours is in the range 10 Ð 50 ppm.
This work also reports that brief exposure (not more precisely defined) to about 35 ppm
has caused throat irritation. There is a published report (14) describing severe irritation to
eyes, nose, throat and skin of persons exposed to hydrogen bromide in a house recently
fumigated with methyl bromide gas (and unintentionally heated). The concentration of
hydrogen bromide was not measured, but was estimated to have been roughly 72 ppm. In
an unpublished study cited in the American threshold limit document (1), irritation of nose
and throat is reported at exposure to 3 Ð 6 ppm for Óseveral minutesÓ (6 volunteers). It is
also reported that the odor of hydrogen bromide was discernible at exposures as low as 2
ppm (Table 1).
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Chronic exposure to hydrogen bromide has been associated with catarrh in upper
respiratory passages, digestive disturbances, minor changes in reflexes and lower
erythrocyte counts (2), but there are no data on air concentrations, exposure times, other
simultaneous exposures etc., and this information can therefore not be evaluated.
Animal data
The LC50 for rats exposed to hydrogen bromide has been reported to be 2858 ppm for 1
hour of exposure and 3000 ppm for 30 minutes (12, 15). For mice, the reported LC50 with
1 hour of exposure is 814 ppm (15).
Severe tissue damage (massive necroses, inflammation) in the anterior portion of the
nose was observed in rats exposed by inhalation to 1300 ppm hydrogen bromide for 30
minutes; the same inhalation exposure via the mouth (pseudo-mouth breathing) caused
changes in the trachea (necrosis, inflammation). Inhalation via the nose was also associated
with significant weight loss after 24 hours. Mortality in the two exposure groups was 8%
and 19%, respectively (16).
A 1.7% solution of hydrogen bromide in water (10 ml/kg body weight) was given orally
to 4 rats twice a week for 17 weeks: the rats developed liver changes (hydropic
degeneration, various degrees of fatty livers). There were no observed effects on behavior,
appetite, weight or coat quality (13).
Table 1. Dose-response relationships for 6 volunteers exposed by inhalation to hydrogen
bromide gas (unpublished study cited in Reference 1).
________________________________________________________________________
Response Number of subjects showing response
2 ppm 3 ppm 4 ppm 5 ppm 6 ppm
Nose irritation 0 1 3 6 6
Throat irritation 0 1 1 1 1
Eye irritation 0 0 0 0 0
Odor recognition 6 6 6 6 6
________________________________________________________________________
Mutagenicity, carcinogenicity, reproduction toxicity
No studies were found in the literature.
Dose-effect / dose-response relationships
Dose-dependent effects on the upper respiratory passages have been reported in human
subjects exposed briefly to air concentrations of 3 ppm or above; see Table 1. This
information is based on unpublished data.
The dose-effect relationships observed in laboratory animals are summarized in Table 2.
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Table 2. Exposure-effect relationships for hydrogen bromide reported from animal
experiments.
________________________________________________________________________
Exposure Species Effect Ref.
3000 ppm, inhalation; 30 min
.
Rats LC50 12
2858 ppm, inhalation, 1 hour Rats LC50 15
1300 ppm, inhalation via nose
or mouth, 30 min.
Rats Severe tissue damage in nose/
trachea; weight loss, deaths
16
814 ppm, inhalation, 1 hour Mice LC50 15
10 ml/kg body weight, 1.7%
solution, per os; twice a week
for 17 weeks
Rats Liver changes 13
________________________________________________________________________
Conclusions
The critical effect of short-term exposure to hydrogen bromide is irritation of the upper
respiratory tract. The chemical characteristics of the substance make it irritative/corrosive to
eyes and skin.
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Human liver microsomes can metabolize naphthalene to epoxide, which is rapidly
detoxified by epoxide hydrolase (61). Hydrolysis of naphthalene-1,2-epoxide in different
species was compared in in vitro studies with liver microsomes. The degree of hydrolysis
was 0.9 in human liver microsomes, 0.8 in rabbits, 0.6 Ð 0.7 in hamsters and dogs, and
0.3 in rats and mice, indicating inter-species differences in biotransformation (34).
Workers exposed to naphthalene have 1-naphthol in their urine. Concentrations of 0.4 to
34.6 mg/liter were measured in the urine of naphthalene distillers after a shift. Coking plant
workers exposed to naphthalene and other aromatic and polycyclic hydrocarbons had urine
concentrations of 0.89 to 4.86 mg/liter. Air concentrations of naphthalene were not
reported. Unexposed persons have on average 0.12 mg 1-naphthol/liter urine (7).
After a shift of working with creosote-impregnated wood, workers had urine
concentrations of 1-naphthol averaging 20.5 mmol/liter (» 2.75 mg/liter). Measured
naphthalene concentrations in air averaged 1.5 mg/m3 (27).
Toxic effects
Human data
Naphthalene has been reported to be irritating to eyes and skin. Inhalation of naphthalene in
gas form can cause headaches, nausea, vomiting, tremor, perspiration and in severe cases
convulsions, coma and death. The lethal dose for adults is on the order of 5 Ð 15 g
naphthalene; for children about 2 g (20).
A case of exfoliative erythrodermy was suspected to be due to naphthalene in clothing
treated with moth repellent. The patient had a positive reaction to a patch test with
naphthalene, but there were no controls (19). Eye irritation has been reported to occur
when concentrations of naphthalene in workplace air exceed about 15 ppm. No further
information on the irritation is given in this report of air monitoring at a workplace (53).
Acute hemolytic anemia due to naphthalene has been identified in several cases in
children and adults who accidentally ate mothballs. Individuals with reduced glucose-6-
phosphate dehydrogenase activity were more sensitive than others. The anemia was marked
by formation of Heinz bodies, hemoglobinuria and reduced erythrocyte counts. Other
symptoms are nausea, pallor, dark urine and alubuminuria. Anemia has also been observed
in children who have come into contact with naphthalene in clothing (6, 15, 16, 37, 41, 44,
48, 55, 57, 58, 64, 71). These studies imply that the causative factor is the
biotransformation product naphthol rather than the naphthalene itself. A case of aplastic
anemia was reported in a woman exposed for two workdays to about 180 Ð 460 ppm
naphthalene in combination with para-dichlorobenzene (24).
A pharmacist who ingested 5 g naphthalene (in castor oil) as medication developed
bilateral cataracts resulting in blindness (39). Occupational exposure to naphthalene dust
caused cataracts and retinal hemorrhages in two workers; no exposure levels are given
(30). Cataracts were reported in 8 of 21 persons occupationally exposed to naphthalene for
about five years; no exposure levels are given (23).
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Animal data
The calculated LD50 with intraperitoneal administration of naphthalene is 380 mg/kg body
weight for mice. The LD50 with oral administration has been determined to be 533 mg/kg
body weight for male mice, 710 mg/kg for female mice, and 2200 Ð 2400 mg/kg for rats.
The LD50 for mice given the substance by gavage was 353 mg/kg body weight (21, 49, 59,
66).
Groups of mice were exposed to 0, 10 or 30 ppm naphthalene 6 hours/day, 5 days/week
for 103 weeks: there were dose-dependent increases in chronic pneumonia, metaplasias in
olfactory epithelium, hyperplasias in respiratory epithelium in the nose, and chronic rhinitis
in both sexes (1, 46).
Mice were given naphthalene per os in doses of 27, 53 or 267 mg/kg body weight/day
for 14 days: higher mortality, reduced growth, lower thymus weights and elevated lung
weights were observed in the highest dose group. No immunotoxicity could be
demonstrated. Mice were given oral doses of 5.3, 53 or 133 mg naphthalene/kg body
weight/day for 90 days. According to the authors, no biologically relevant naphthalene-
related effects could be observed (59).
Intraperitoneal injections of naphthalene (in peanut oil) were given to mice; doses were in
the range 0.5 Ð 3.0 mmol/kg body weight (» 64 Ð 384 mg/kg), and the animals were
sacrificed 6 hours to 14 days later. The first indication of toxicity, in Clara cells in
bronchial epithelium, could be seen after 6 hours at all dose levels. Toxicity to liver and
kidneys was minimal (51).
Rats were given naphthalene (in corn oil) in single oral doses of 1100 mg/kg body
weight. This dose is half the LD50 value. Urine samples and tissue samples from livers and
brains were taken after 12, 24, 48 and 72 hours. After 24 hours, there was a twofold
increase in lipid peroxidation in liver and brain mitochondria and a threefold increase of
single-strand DNA breaks in liver tissue. The authors concluded that naphthalene induces
oxidative stress and tissue damage, which was less severe if the animals were pre-treated
with vitamin E (65). Rats given oral doses of naphthalene for 9 weeks (total dose 750
mg/kg body weight) had a 20% weight loss. The treatment increased peroxidation in the
liver with reduced glutathione peroxidase activity. This type of peroxidation was not
observed in lungs, eyes or hearts (22).
Histological examination of mice 24 hours after intraperitoneal injections of 200 mg
naphthalene/kg body weight revealed extensive necrosis in epithelial tissue in bronchi and
bronchioles. No tissue damage was observed in livers or kidneys for up to 72 hours after
intraperitoneal doses of up to 375 mg naphthalene/kg body weight (66). Mice were given
single intraperitoneal doses of 225 mg naphthalene/kg body weight: an effect on
microsomal monooxygenase activity was observed in lungs (but not in livers), and
morphological changes were seen in Clara cells in the lungs (62). Intraperitoneal injection
of 200 mg naphthalene/kg body weight caused a large drop in reduced glutathione in the
lungs of mice (31).
A single intraperitoneal dose of 50 mg naphthalene/kg body weight given to mice caused
swelling of Clara cells in half the treated animals. At 100 mg/kg there were a few necrotic
cells, and at 200 mg/kg a larger number. If the animals had been given 7 daily doses of 50,
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100 or 200 mg/kg their airways were not much different from those of controls. If they
were subsequently given a dose of 300 mg/kg, some protection against epithelial cell
necrosis was observed. At a dose of 200 mg/kg/day for 7 days, but not less, a selective
reduction in the rate of formation of 1,2-naphthalene oxide was observed in the lungs, but
not the livers, of mice (47). In mice that had become more ÓtolerantÓ of naphthalene in a
similar manner, bronchiolar epithelia were much like those in controls: the expression of P-
450 protein was lower and monooxygenase activity was lower, but covalent binding
between protein and reactive metabolites was no lower than in controls (38).
In a comparative study, mice were given intraperitoneal doses of up to 400 mg
naphthalene/kg body weight, hamsters up to 800 mg/kg, and rats up to 1600 mg/kg. The
animals were sacrificed after 24 hours and their respiratory passages were examined. In the
mice, 50 mg/kg caused Clara cell toxicity, 100 mg/kg caused an increase in the number of
vacuolizations, and at doses above 200 mg/kg virtually all non-ciliated cells were necrotic.
No effects were seen in bronchiolar cells of the rats even at the highest dose, and the
hamsters receiving the highest dose (800 mg/kg) had only minor changes in Clara cells.
Olfactory epithelium was necrotic in mice at 400 mg/kg, in hamsters at 400 mg/kg, and in
rats at 200 mg/kg and higher (50).
In a study of PNEC (pulmonary neuroendocrine cells), mice were given 300 mg
naphthalene/kg body weight intraperitoneally Ð a dose that selectively destroys Clara cells
after the naphthalene has been metabolized to epoxide. Within 5 days the damage had
caused hyperplasias characterized by an elevated number of neuroepithelial bodies (cell
aggregations) (60).
Single intraperitoneal doses of naphthalene were given to mice 7 and 14 days old. The
lowest dose, 25 mg/kg, caused massive damage to bronchial epithelium in the younger
group. In the older group the effect was strongest at 50 mg/kg, and in adult mice 100
mg/kg caused only moderate damage (19).
Reversible hemolytic anemia was observed in three dogs given 3 Ð 9 grams of
naphthalene per os (70).
When naphthalene (in corn oil) was given to C57BL/6 mice intraperitoneally, the animals
developed cataracts. The doses were from 500 to 2000 mg/kg body weight, and the cataract
development was dose-dependent. The incidence of cataracts was reduced if the animals
were pre-treated with cytochrome P-450 inhibitors or vitamin E, and increased if the
animals were pre-treated with phenobarbital (a P-450 inducer) and dimethyl maleate. A
dose of 2000 mg/kg body weight given to another strain of mice (DBA/2) caused no
cataracts (67). Dose-dependent cataracts have also been demonstrated in rats (43). The
cataracts can be prevented if the animals are given an aldose reductase inhibitor; this was
interpreted as indicating that the metabolism from naphthalene dihydrodiol to 1,2-
dihydroxynaphthalene, the active metabolite, is inhibited (40). In tests in which five
different strains of rats were given naphthalene by gavage (1 g/kg body weight) every other
day, only minor changes were seen in the lenses of the two albino strains whereas the three
pigmented strains developed cataracts (36). On the other hand, albino and pigmented
rabbits seem to be equally sensitive (29).
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Rabbits given naphthalene by gavage in doses of 1 mg/kg body weight/day developed
cloudy lenses and retinal degeneration. At dissection, a brown color was noted in the lens
and aqueous humor, blue fluorescence in the vitreous humor, crystals in the retina and
glassy bodies and reduction of ascorbic acid in the aqueous humor. The metabolite 1,2-
dihydroxynaphthalene was considered the primary toxic substance (28).
Mutagenicity, carcinogenicity, teratogenicity
Naphthalene was tested on three different strains of Salmonella typhimurium, both with
and without metabolic activation: no positive results were obtained (5, 9, 42, 46, 54). In
tests with Chinese hamster ovary (CHO) cells, naphthalene induced sister chromatid
exchanges both with and without the addition of metabolizing systems. In the presence of
the metabolizing systems it also induced chromosomal aberrations (46).
There is a report of a high incidence of larynx cancer. Four of 15 naphthalene refiners
had carcinomas in the larynx, and three of the others had some form of cancer. They may
have been exposed to other substances (68, 69). In a survey of 11 cases of colorectal
cancer in young people, the authors suggest that the cause of the cancers may have been a
preparation containing naphthalene that was used to treat intestinal problems, but the study
has no control group (3).
Mice were exposed to 10 or 30 ppm naphthalene, 6 hours/day, 5 days/week for 6
months. There was no significant increase in lung adenomas or carcinomas in any of the
exposed groups (2). Groups of mice were exposed to 0, 10 or 30 ppm naphthalene 6
hours/day, 5 days/week for 103 weeks. No increase in the incidence of adenomas was seen
in males, but in the females there was an increase of alveolar/bronchiolar adenomas and
carcinomas. The incidence of adenomas was significantly (p Ü 0.01) greater in the high-
dose group than in controls (1, 46).
Rats were given naphthalene per os 6 days/week for 700 days; the total dose was 10 g.
No cancer activity was observed. There is no control group in this experiment (56).
Tumors were observed in 9 of 25 mice that had their skins painted with naphthalene in
benzene 5 days/week during their lifetimes. Four of the animals had leukemia, three had
lung adenomas and one had lymphosarcoma, and one tumor was unspecified. Tumors also
occurred in 3 of 21 animals treated with benzene alone. Rats (38 per group) were given
naphthalene in sesame oil subcutaneously, 500 mg/kg body weight, twice a week for a total
of 7 doses, with a subsequent observation period of 18 months: the tumor incidences were
15% for naphthalene and 2% for sesame oil alone. The tumors were uterine and lymphatic
sarcomas (35).
Naphthalene pellets were implanted in the bladders of mice and they were examined 30
weeks later for occurrence of adenomas and/or papillomas. One of 23 animals had
carcinoma. The authors concluded that the naphthalene pellets disintegrate fairly quickly
and that the exposure time was therefore shortened (10).
Naphthalene was tested in an in vitro system using virus-infected embryo cells: no
activity was observed (52). Naphthalene has also been tested in an in vitro pre-implantation
embryotoxicity test. No toxic effects were seen in a medium with up to 0.78 mM
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naphthalene. The addition of a metabolizing system resulted in concentration-dependent
embryotoxicity and mortality, with an LC50 of 0.18 mM (33).
Mice were given naphthalene by intraperitoneal injection, 14 or 56 mg/kg body weight,
on day 2 of gestation. The embryos were removed on day 3 and cultivated in vitro for 72
hours. Naphthalene inhibited survival and implantation capability. Both doses inhibited
growth of the embryos, and the higher dose retarded development (32). In a similar test,
mice were given 300 mg/kg body weight/day by gavage on days 6 to 13 of gestation. The
number of living pups born per mother was lower than in controls. Ten of 50 mothers died
during the naphthalene treatment (25).
Mice were given 300 mg naphthalene/kg body weight/day on days 7 to 14 of gestation:
there was a significant reduction in the number of living pups, and maternal mortality was
also high (49). Rats were given 0, 50, 150 or 450 mg naphthalene/kg body weight/day on
days 6 to 15 of gestation: the treatment caused transient CNS effects in the mothers in all
dose groups. Growth was slower in the two highest dose groups. The litter sizes and the
incidence of deformities were about the same as in controls, and it was concluded that the
NOAEL for effects on fetal development was greater than 450 mg/kg (45).
Rats were given intraperitoneal injections of 395 mg naphthalene/kg body weight/day on
days 1 to 15 of gestation: pups had later ossification of the skull and later heart
development than controls (26).
Dose-effect / dose-response relationships
There are no data on human exposures that can serve as a basis for identifying a dose-effect
or dose-response relationship. The LOAEL for eye irritation is about 15 ppm (53).
Inhalation data from experiments with laboratory animals indicate that 10 ppm (2 years of
exposure) is the LOAEL for inflammations in respiratory organs of mice (46). For effects
of single oral or intraperitoneal doses, the LOAEL for effects on lung epithelia of mice is 50
mg/kg body weight (47, 50). There are differences between species, however, since the
LOAEL for the same effect is 800 mg/kg in hamsters and over 1600 mg/kg in rats.
Regarding effects on olfactory epithelium, the LOAEL is 400 mg/kg for mice and hamsters
and 200 mg/kg for rats (50).
Conclusions
Exposure to naphthalene can irritate eyes and mucous membranes and cause cataracts and
hemolytic anemia. The anemia is associated primarily with accidental oral intake or contact
with moth repellents containing naphthalene. Naphthalene was found in one study to have
carcinogenic activity in female mice.
The critical effect of occupational exposure to naphthalene is eye irritation.
65
References
1. Abdo K M, Eustis S L, McDonald M, Jokinen M P, Adkins B Jr, Haseman J K. Naphthalene: A
respiratory tract toxicant and carcinogen for mice. Inhal Toxicol 1992;4:393-409.
2. Adkins B Jr, Van Stee E W, Simmons J E, Eustis S L. Oncogenic response of strain A/J mice to
inhaled chemicals. J Toxicol Environ Health 1986;17:311-322.
3. Ajao O G, Adenuga M O, Lapido J K. Colorectal carcinoma in patients under the age of 30 years: a
review of 11 cases. J R Coll Surg Edinb 1988;33:277-279.
4. Amoore J E, Hautala E. Odor as an aid to chemical safety: odor thresholds compared with threshold
limit values and volatilities for 214 industrial chemicals in air and water dilution. J Appl Toxicol
1983;3:272-290.
5. Anderson D, Styles J A. The bacterial mutation test. Br J Cancer 1978;37:924-930.
6. Anziulewicz J A, Dick H J, Chiarulli E E. Transplacental naphthalene poisoning. Am J Obstet
Gynecol 1959;78:519-521.
7. Bieniek G. The presence of 1-naphthol in the urine of industrial workers exposed to naphthalene.
Occup Environ Med 1994;51:357-359.
8. Bock K W, v Clausbruch U C, Winne E. Absorption and metabolism of naphthalene and
benzo(a)pyrene in the rat jejunum in situ. Med Biol 1979;57:262-264.
9. Bos R P, Theuws J L G, Jongeneelen F J, Henderson P T. Mutagenicity of bi-, tri- and tetracyclic
aromatic hydrocarbons in the Ótaped-plate assayÓ and in the conventional Salmonella mutagenicity
assay. Mutat Res 1988;204:203-206.
10. Boyland E, Busby E R, Dukes C E, Grover P L, Manson D. Further experiments on implantation of
materials into the urinary bladder of mice. Br J Cancer 1964;18:575-581.
11. Buckpitt A R, Bahnson L S, Franklin R B. Hepatic and pulmonary microsomal metabolism of
naphthalene to glutathione adducts: factors affecting the relative rates of conjugate formation. J
Pharmacol Exp Ther 1984;231:291-300.
12. Buckpitt A, Buonarati M, Bahnson Avey L, Chang A M, Morin D, Plopper C G. Relationship of
cytochrome P450 activity to Clara cell cytotoxicity. II. Comparison of stereoselectivity of
naphthalene epoxidation in lung and nasal mucosa of mouse, hamster, rat and rhesus monkey. J
Pharmacol Exp Ther 1992;261:364-372.
13. Buckpitt A R, Castagnoli N Jr, Nelson S D, Jones A D, Bahnson L S. Stereoselectivity of
naphthalene epoxidation by mouse, rat, and hamster pulmonary, hepatic, and renal microsomal
enzymes. Drug Metabol Dispos 1987;15:491-498.
14. Buckpitt A, Chang A-M, Weir A, Van Winkle L, Duan X, Philpot R, Plopper C. Relationship of
cytochrome P450 activity to Clara cell cytotoxicity. IV. Metabolism of naphthalene and naphthalene
oxide in microdissected airways from mice, rats and hamsters. Mol Pharmacol 1995;47:74-81.
15. Choudri A N, Pasha M J, Ali B. Acute renal failure following naphthalene poisoning. J Pak Med
Assoc 1995;45:331-332.
16. Dawson J P, Thayer W W, Desforges J F. Acute hemolytic anemia in the newborn infant due to
naphthalene poisoning: Report of two cases, with investigations into the mechanism of the disease.
Blood 1958;13:1113-1125.
17. Eisele G R. Naphthalene distribution in tissues of laying pullets, swine, and dairy cattle. Bull Environ
Contam Toxicol 1985;34:549-556.
66
18. Fanburg S J. Exfoliative dermatitis due to naphthalene. Report of an eruption resembling mycosis
fungoides. Arch Dermatol Syphilol 1940;42:53-58.
19. Fanucchi M V, Buckpitt A R, Murphy M E, Plopper C G. Naphthalene cytotoxicity of differentiating
Clara cells in neonatal mice. Toxicol Appl Pharmacol 1997;144:96-104.
20. Franklin R B. Naphthalene. In: Snyder R, ed. Ethel BrowningÕs Toxicity and Metabolism of Industrial
Solvents. Second ed. Vol I: Hydrocarbons. Amsterdam: Elsevier, 1987:153-175.
21. Gaines T B. Acute toxicity of pesticides. Toxicol Appl Pharmacol 1969;14:515-534.
22. Germansky M, Jamall I S. Organ-specific effects of naphthalene on tissue peroxidation, glutathione
peroxidases and superoxide dismutase in the rat. Arch Toxicol 1988;61:480-483.
23. Ghetti G, Mariani L. Alterazoni oculari da naftalina. Richerche cliniche e sperimentali. Med Lavoro
1956;47:533-538.
24. Harden R A, Baetjer A M. Aplastic anemia following exposure to paradichlorobenzene and
naphthalene. J Occup Med 1978;20:820-822.
25. Hardin B D, Schuler R L, Burg J R, Booth G M, Hazelden K P, MacKenzie K M, Piccirillo V J,
Smith K N. Evaluation of 60 chemicals in a preliminary developmental toxicity test. Teratogen
Carcinogen Mutagen 1987;7:29-48.
26. Harris S J, Bond G P, Niemeier R W. The effects of 2-nitropropane, naphthalene, and
hexachlorobutadiene on fetal rat development. Toxicol Appl Pharmacol 1979;48:A35.
27. Heikkil P, Luotamo M, Riihimki V. Urinary 1-naphthol excretion in the assessment of exposure to
creosote in an impregnation facility. Scand J Work Environ Health 1997;23:199-205.
28. van Heyningen R, Pirie A. The metabolism of naphthalene and its toxic effect on the eye. Biochem J
1967;102:842-852.
29. van Heyningen R, Pirie A. Naphthalene cataract in pigmented and albino rabbits. Exp Eye Res
1976;22:393-394.
30. van der Hoeve J. Choreoretinitis beim Menschen durch die Einwirkung von Naphthalin. Arch
Augenheilkd 1906;56:259.
31. Honda T, Kiyozumi M, Kojima S. Alkylnaphthalene. XI. Pulmonary toxicity of naphthalene, 2-
methylnaphthalene, and isopropylnaphthalenes in mice. Chem Pharm Bull 1990;38:3130-3135.
32. Iyer P, Gollahon L S, Martin J E, Irvin T R. Evaluation of the in viro growth of rodent
preimplantation embryos exposed to naphthalene in vivo. Toxicologist 1990;10:274.
33. Iyer P, Martin J E, Irvin T R. Role of biotransformation in the in vitro preimplantation
embryotoxicity of naphthalene. Toxicology 1991;66:257-270.
34. Kitteringham N R, Davis C, Howard N, Pirmohamed M, Park B K. Interindividual and interspecies
variation in hepatic microsomal epoxide hydrolase activity: studies with cis-stilbene oxide,
carbamazepine 10,11-epoxide and naphthalene. J Pharmacol Exp Ther 1996;278:1018-1027.
35. Kanke E. ber schwache geschwulsterzeugende Wirkung von Naphthalin und Benzol. Virchows
Archiv 1956;329:141-176.
36. Koch H-R, Doldi K. Naphthalene cataracts in rats of differently pigmented strains. Exp Eye Res
1975;20:180.
37. Konar N R, Roy H K, De M N. Naphthalene poisoning. Indian Med Gaz 1939;74:723-725.
38. Lakritz J, Chang A, Weir A, Nishio S, Hyde D, Philpot R, Buckpitt A, Plopper C. Cellular and
metabolic basis of Clara cell tolerance to multiple doses of cytochrome P450-activated cytotoxicants.
67
I: Bronchiolar epithelial reorganization and expression of cytochrome P450 monooxygenases in mice
exposed to multiple doses of naphthalene. J Pharmacol Exp Ther 1996;278:1408-1418.
39. Lezenius A. Ein Fall von Naphthalincataract am Menschen. Monatsb Augenheilkd 1902;40:129-140.
40. Lou M F, Xu G-T, Zigler S Jr, York B Jr. Inhibition of naphthalene caataract in rats by aldose
reductase inhibitors. Curr Eye Res 1996;15:423-432.
41. Mackell J V, Rieders F, Brieger H, Bauer E L. Acute hemolytic anemia due to ingestion of
naphthalene moth balls. Pediatrics 1951;7:722-728.
42. Mortelmans K, Haworth S, Lawlor T, Speck W, Tainer B, Zeiger E. Salmonella mutagenicity tests:
II. Results from the testing of 270 chemicals. Environ Mutagen 1986;8 suppl 7:1-119.
43. Nagata M, Murano H, Kojima M, Sasaki K. A mild progression type of naphthalene-induced cataract
in brown-Norway rats. Ophthal Res 1995;27 suppl 1:34-38.
44. Naiman J L, Kosoy M H. Red cell glucose-6-phosphate dehydrogenase deficiency - a newly recognized
cause of neonatal jaundice and kernicterus in Canada. Canada Med Assoc J 1964;91:1243-1249.
45. Navarro H A, Price C J, Marr M C, Myers C B, Heindel J J, Schwetz B A. Developmental toxicity
evaluation of naphthalene in rats. Teratology 1992;45:475.
46. NTP (National Toxicology Program). Technical report on the toxicology and carcinogenesis studies of
naphthalene (CAS no 91-20-3) in B6C3F1 mice (inhalation studies). Report TR 410. Research
Triangle Park: National Institutes of Health, NC, 1992.
47. OÕBrien K A F, Suverkropp C, Kanekal S, Plopper C G, Buckpitt A R. Tolerance to multiple doses
of the pulmonary toxicant, naphthalene. Toxicol Appl Pharmacol 1989;99:487-500.
48. Ojwang P J, Ahmed-Jushuf I H, Abdullah M S. Naphthalene poisoning following ingestion of moth
balls: case report. East African Med J 1985;62:71-73.
49. Plasterer M R, Bradshaw W S, Booth G M, Carter M W, Schuler R L, Hardin B D. Developmental
toxicity of nine selected compounds following prenatal exposure in the mouse: naphthalene, p-
nitrophenol, sodium selenite, dimethyl phthalate, ethylenethiourea, and four glycol ether derivatives. J
Toxicol Environ Health 1985;15:25-38.
50. Plopper C G, Suverkropp C, Morin D, Nishio S, Buckpitt A. Relationship of cytochrome P-450
activity to Clara cell cytotoxicity. I. Histopathologic comparison of the respiratory tract of mice, rats
and hamsters after parenteral administration of naphthalene. J Pharmacol Exp Ther 1992;261:353-363.
51. Rasmussen R E, Do D H, Kim T S, Dearden L C. Comparative cytotoxicity of napthalene and its
monomethyl- and mononitro-derivatives in the mouse lung. J Appl Toxicol 1986;6:13-20.
52. Rhim J S, Park D K, Weisburger E K, Weisburger J H. Evaluation of an in vitro assay system for
carcinogens based on prior infection of rodent cells with nontransforming RNA tumor virus. J Natl
Cancer Inst 1974;52:1167-1173.
53. Robbins M C. Determination of naphthalene in air. Arch Ind Hyg Occup Med 1951;4:85-87.
54. Sakai M, Yoshida D, Mizusaki S. Mutagenicity of polycyclic aromatic hydrocarbons and quinones on
Salmonella typhimurium TA97. Mutat Res 1985;156:61-67.
55. Schafer W B. Acute hemolytic anemia related to naphthalene. Pediatrics 1951;7:172-174.
56. Schmhl D. Prfung von Naphthalin und Anthracen auf cancerogene Wirkung an Ratten. Z
Krebsforsch 1955;60:697-710.
57. Sharma N L, Singh R N, Natu N K. Accidental poisoning in infancy and childhood. J Indian Med
Assoc 1967;48: 20-25.
68
58. Sherer M. Naphthalene-induced hemolytic anemia in a child with erythrocyte glucose-6-phosphate
dehydrogenase deficiency. J Am Osteopath Assoc 1965;65:60-67.
59. Shopp G M, White K L Jr, Holsapple M P, Barnes D W, Duke S S, Anderson A C, Condie L W,
Hayes J R, Borzelleca J F. Naphthalene toxicity in CD-1 mice: General toxicology and
immunotoxicology. Fundam Appl Toxicol 1984;4:406-419.
60. Stevens T P, McBride J T, Peake J L, Pinkerton K E, Sripp B R. Cell proliferation contributes to
PNEC hyperplasia after acute airway injury. Am J Physiol 1997;272:L486-L493.
61. Tingle M D, Pirmohamed M, Templeton E, Wilson A S, Madden S, Kitteringham N R, Park B K.
An investigation of the formation of cytotoxic, genotoxic, protein-reactive and stable metabolites
from naphthalene by human liver microsomes. Biochem Pharmacol 1993;46:1529-1538.
62. Tong S S, Lowe M C, Trush M A, Mimnaugh E G, Ginsburg E, Hirokata Y, Gram T E. Bronchiolar
epithelial damage and impairment of pulmonary microsomal monooxygenase activity in mice by
naphthalene. Exp Mol Pathol 1982;37:358-369.
63. Turkall R M, Skowronski G A, Kadry A M, Abdel-Rahman M S. A comparative study of the kinetics
and bioavailability of pure and soil-adsorbed naphthalene in dermally exposed male rats. Arch Environ
Contam Toxicol 1994;26:504-509.
64. Valaes T, Doxiadis S A, Fessas P. Acute hemolysis due to naphthalene inhalation. J Pediatrics
1963;63:904-915.
65. Vuchetich P J, Bagchi D, Bagchi M, Hassoun E A, Tang L, Stohs S J. Naphthalene-induced oxidative
stress in rats and the protective effects of vitamin E succinate. Free Radical Biol Med 1996;21:577-
590.
66. Warren D L, Brown D L Jr, Buckpitt A R. Evidence for cytochrome P-450 mediated metabolism in
the bronchiolar damage by naphthalene. Chem Biol Interact 1982;40:287-303.
67. Wells P G, Wilson B, Lubek B M. In vivo murine studies on the biochemical mechanism of
naphthalene cataractogenesis. Toxicol Appl Pharmacol 1989;99:466-473.
68. Wolf O. Krebserkrankungen bei Chemiearbeitern einer ehemaligen Naphthalinreinigung. Deutsch
Gesundh Wesen 1976;31:996-999.
69. Wolf O. Larynxkarzinome bei Naphthalinreinigern. Z ges Hyg 1978;24:737-739.
70. Zheng J, Cho M, Jones A D, Hammock B D. Evidence of quinone metabolites of naphthalene
covalently bound to sulfur nucleophiles of proteins of murine Clara cells after exposure to
naphthalene. Chem Res Toxicol 1997;10:1008-1014.
71. Zuelzer W W, Apt L. Acute hemolytic anemia due to naphthalene poisoning. J Am Med Assoc
1949;141:185-190.

70
Sevoflurane and desflurane are modern inhalation anesthetics introduced into clinical
practice during the 1990s. They are used with both children and adults. They neither burn
nor explode.
Sevoflurane is a halogenated methylisopropyl ether. At room temperature it is a clear,
colorless, volatile liquid that smells much like chloroform. The odor has been described as
pleasant.
Desflurane is a halogenated methylethyl ether. At room temperature it is a clear, colorless
volatile liquid with an ether-like odor. The odor has been described as unpleasant.
Exposure levels for medical personnel depend on the method of administering the
anesthetic. During endotracheal anesthesia with local exhaust, measured levels of
sevoflurane have been in the range 0.5 Ð 2.1 ppm with occasional peaks around 17 ppm (2,
3, 5, 6, 9, 10). Levels of desflurane measured in similar situations have been below 0.3
ppm (4). When the anesthetic is used on children, and without local exhaust, levels of
sevoflurane around 50 ppm, with peaks exceeding 100 ppm, have been measured (9).
Uptake, biotransformation, excretion
Both sevoflurane and desflurane are rapidly taken up by the body and rapidly eliminated. In
vivo transformation is independent of dose. About 1 to 5% of inhaled sevoflurane is
metabolized, compared with about 0.2% of desflurane. The substances are metabolized in
the liver, mostly by cytochrome P-450 (CYP) 2E1, with liberation of inorganic fluorine
and carbon dioxide. Inorganic fluoride is excreted in urine (8).
Toxic effects
No data were found for either human or animal exposures at levels relevant in an
occupational context. For sevoflurane, there is a reported LD50 for oral administration to
rats and mice of 108,000 Ð 37,200 mg/kg body weight, and an LC50 for one hour of
inhalation (rats and mice) of 58,000 Ð 83,000 ppm (product information from the
manufacturer). There are no data on desflurane.
Like other anesthetics, sevoflurane and desflurane affect the central nervous system,
heart, blood vessels, airways and neuromuscular activity. Published studies have been
made with levels around 1 or 2 MAC (Minimum Alveolar Concentration), where MAC is
the alveolar concentration that results in immobility in 50% of those exposed. The MAC
level is 3 to 10% for desflurane and 2% for sevoflurane (8, 11).
Both sevoflurane and desflurane in extremely high doses (above 1 MAC) can be
fetotoxic (1).
Conclusions
There is no scientific information on either sevoflurane or desflurane that can be used as a
basis for identifying a critical effect relevant to occupational exposures.
71
 References
1. FASS 98. Lkemedel i Sverige. Stockholm, Lkemedelsinformation AB, 1998.
2. Hall J E, Henderson K A, Oldham T A, Pugh S, Harmer M. Environmental monitoring during gaseous
induction with sevoflurane. Br J Anaesthesia 1997;79:1123-1126.
3. Hoerauf K, Funk W, Harth M, Hobbhahn J. Occupational exposure to sevoflurane, halothane and
nitrous oxide during paediatric anaesthesia. Waste gas exposure during paediatric anaesthesia.
Anaesthesia 1997:52;215-219.
4. Hoerauf K, Hareth M, Wild K, Hobbhahn J. Occupational exposure to desflurane and isoflurane during
cardiopulmonary bypass: is the gas outlet of the membrane oxygenator an operating theatre pollution
hazard? Br J Anaesthesia 1997;78:378-380.
5. Hoerauf K H, Koller C, Taeger K, Hobbhahn J. Occupational exposure to sevoflurane and nitrous oxide
in operating room personnel. Int Arch Occup Environ Health 1997;69:134-138.
6. Koda S, Kumagaj S, Toyoto M, Yasuda N, Ohara H. A study of waste anesthetic gases monitoring and
working environmental controls in hospital operating rooms. Sangyo Eiseigaku Zasshi 1997;39:38-45.
(abstract)
7. Patel S, Goan K. Sevoflurane. A review of its pharmacodynamic and pharmacokinetic properties and its
chemical use in general anaesthesia. Drugs 1996;51:658-700.
8. The clinical pharmacology of sevoflurane. Anesthesia Analgesia 1995;81:S71-S72.
9. Westphal K, Lischke V, Aybeck T, Kessler P. Exposure of the pediatric surgeon to inhalation-
anesthetic during pediatric bronchoscopy procedures. Pneumologie 1997;51:1123-1126.
10.  Westphal K, Strouhal U, Kessler P, Schneider J. Workplace contamination from sevoflurane.
Concentration measurement during bronchoscopy in children. Anaesthetist 1997;46:677-682.
11.  Whitten C, Emore J, Latson T. Desflurane: A review. Progress Anaesthesiol 1993;7:45-60.
72
Summary
Lundberg P (ed). Scientific Basis for Swedish Occupational Standards. XIX.
Arbete och Hlsa 1998:25, pp 1-78.
Critical evaluation of those scientific data which are relevant as a background for
discussion of Swedish occupational exposure limits. This volume consists of the
consensus reports given by the Criteria Group at the Swedish National Institute for
Working Life between July, 1997 and June, 1998.
Key Words: Butyl Acetates, Cresol, Desflurane, Dichlorobenzenes, Dimethyl Amine, 
Flour Dust, Graphite, Hydrogen Bromide, Naphthalene, Occupational Exposure 
Limit (OEL), Phosphorus Oxides, Scientific Basis, Sevoflurane.
Sammanfattning
Lundberg P (ed). Vetenskapligt underlag fr hygieniska grnsvrden. XIX. Arbete och
Hlsa 1998:25, s 1-78.
Sammanstllningar baserade p kritisk genomgng och vrdering av de vetenskapliga
fakta, vilka r relevanta som underlag fr faststllande av hygieniskt grnsvrde.
Volymen omfattar de underlag som avgivits frn Kriteriegruppen fr hygieniska
grnsvrden under perioden juli 1997 - juni 1998.
Nyckelord: Butylacetater, Desfluran, Diklorbensener, Dimetylamin, Fosforoxider, 
Grafit, Hygieniskt grnsvrde, Kresol, Mjldamm, Naftalen, Sevofluran, 
Vetenskapligt underlag, Vtebromid.
En svensk version av dessa vetenskapliga underlag finns publicerad i Arbete och Hlsa
1998:24.
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APPENDIX
Consensus Reports in previous volumes
Substance Consensus Volume in
date Arbete och Hlsa
Acetaldehyde February 17, 1987 1987:39 (VIII)
Acetamide December 11, 1991 1992:47 (XIII)
Acetic acid June15, 1988 1988:32 (IX)
Acetone October 20, 1987 1988:32 (IX)
Acetonitrile September 12,1989 1991:8 (XI)
Acrylamide April 17, 1991 1992:6 (XII)
Acrylates December 9, 1984 1985:32 (VI)
Acrylonitrile April 28, 1987 1987:39 (VIII)
Aliphatic amines August 25, 1982 1983:36 (IV)
Aliphatic hydrocarbons, C10-C15 June 1, 1983 1983:36 (IV)
Aliphatic monoketons September 5, 1990 1992:6 (XII)
Allyl alcohol September 9, 1986 1987:39 (VIII)
Allylamine August 25, 1982 1983:36 (IV)
Allyl chloride June 6, 1989 1989:32 (X)
Aluminum April 21, 1982 1982:24 (III)
revised September 14, 1994 1995:19 (XVI)
p-Aminoazobenzene February 29, 1980 1981:21 (I)
Ammonia April 28, 1987 1987:39 (VIII)
Amylacetate March 23, 1983 1983:36 (IV)
Aniline October 26, 1988 1989:32 (X)
Anthraquinone November 26,1987 1988:32 (IX)
Arsenic, inorganic December 9, 1980 1982:9 (II)
revised February 15, 1984 1984:44 (V)
Arsine October 20, 1987 1988:32 (IX)
Asbestos October 21, 1981 1982:24 (III)
Barium June 16, 1987 1987:39 (VIII)
revised January 26, 1994 1994:30 (XV)
Benzene March 4, 1981 1982:9 (II)
revised February 24, 1988 1988:32 (IX)
Benzoyl peroxide February 13, 1985 1985:32 (VI)
Beryllium April 25, 1984 1984:44 (V)
Borax October 6, 1982 1983:36 (IV)
Boric acid October 6, 1982 1983:36 (IV)
Boron Nitride January 27 1993 1993:37 (XIV)
Butadiene October 23, 1985 1986:35 (VII)
1-Butanol June 17, 1981 1982:24 (III)
Butanols June 6, 1984 1984:44 (V)
Butyl acetate June 6, 1984 1984:44 (V)
Butylamine August 25, 1982 1983:36 (IV)
Butyl glycol October 6, 1982 1983:36 (IV)
Cadmium January 18, 1980 1981:21 (I)
revised February 15, 1984 1984:44 (V)
revised May 13, 1992 1992:47 (XIII)
Calcium nitride January 27, 1993 1993:37 (XIV)
Caprolactam October 31, 1989 1991:8 (XI)
Carbon monoxide December 9, 1981 1982:24 (III)
Cathecol September 4, 1991 1992:47 (XIII)
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Chlorine December 9, 1980 1982:9 (II)
Chlorine dioxide December 9, 1980 1982:9 (II)
o-Chlorobenzylidene malononitrile June 1, 1994 1994:30 (XV)
Chlorocresol December 12, 1990 1992:6 (XII)
Chlorodifluoromethane June 2, 1982 1982: 24 (III)
Chlorophenols September 4, 1985 1986:35 (VII)
Chloroprene April 16, 1986 1986:35 (VII)
Chromium December 14, 1979 1981:21 (I)
revised May 26, 1993 1993:37 (XIV)
Coal dust September 9,  1986 1987:39 (VIII)
Cobalt October 27, 1982 1983:36 (IV)
Copper October 21, 1981 1982:24 (III)
Cotton dust February14, 1986 1986:35 (VII)
Creosote October 26, 1988 1989:32 (X)
Cumene June 2, 1982 1982:24 (III)
Cyanoacrylates March 5, 1997 1997:25 (XVIII)
Cycloalkanes, C5-C15 April 25, 1984 1984:44 (V)
Cyclohexanone March 10, 1982 1982:24 (III)
Cyclohexanone peroxide February 13, 1985 1985:32 (VI)
Cyclohexylamine February 7, 1990 1991:8 (XI)
Diacetone alcohol December 14, 1988 1989:32 (X)
1,2-Dibromo-3-chloropropane May 30, 1979 1981:21 (I)
Dichlorodifluoromethane June 2, 1982 1982:24 (III)
1,2-Dichloroethane February 29, 1980 1981:21 (I)
Dichloromethane February 29, 1980 1981:21 (I)
Dicumyl peroxide February 13, 1985 1985:32 (VI)
Dicyclopentadiene March 23, 1994 1994:30 (XV)
Diethanolamine September 4, 1991 1992:47 (XIII)
Diethylamine August 25, 1982 1983:36 (IV)
2-Diethylaminoethanol January 25, 1995 1995:19 (XVI)
Diethylene glycol September 16,1992 1993:37 (XIV)
Diethyleneglycol ethylether + acetate December 11,  1996 1997:25 (XVIII)
Diethyleneglycol methylether + acetate March 13, 1996 1996:25 (XVII)
Diethyleneglycol monobutylether January 25, 1995 1995:19 (XVI)
Diethylenetriamine August 25, 1982 1983:36 (IV)
revised January 25, 1995 1995:19 (XVI)
Diisocyanates April 8, 1981 1982:9 (II)
revised April 27, 1988 1988:32 (IX)
Diisopropylamine February 7, 1990 1991:8 (XI)
N,N-Dimethylacetamide March 23, 1994 1994:30 (XV)
N,N-Dimethylaniline December 12, 1989 1991:8 (XI)
Dimethyldisulfide September 9, 1986 1987:39 (VIII)
Dimethylether September 14, 1994 1995:19 (XVI)
Dimethylethylamine June 12, 1991 1992:6 (XII)
Dimethylformamide March 23, 1983 1983:36 (IV)
Dimethylhydrazine January 27, 1993 1993:37 (XIV)
Dimethylsulfide September 9, 1986 1987:39 (VIII)
Dimethylsulfoxide, DMSO December 11, 1991 1992:47 (XIII)
Dioxane August 25, 1982 1983:36 (IV)
revised March 4, 1992 1992:47 (XIII)
Diphenylamine January 25, 1995 1995:19 (XVI)
4,4'-Diphenylmethanediisocyanate April 8, 1981 1982:9 (II)
Dipropylene glycol May 26, 1993 1993:37 (XIV)
Dipropyleneglycol monomethylether December 12, 1990 1992:6 (XII)
Disulfiram October 31, 1989 1991:8 (XI)
Enzymes, industrial June 5, 1996 1996:25 (XVII)
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Ethanol May 30, 1990 1991:8 (XI)
Ethanolamine September 4, 1991 1992:47 (XIII)
Ethylacetate March 28, 1990 1991:8 (XI)
Ethylamine August 25, 1982 1983:36 (IV)
Ethylamylketone September 5, 1990 1992:6 (XII)
Ethylbenzene December 16, 1986 1987:39 (VIII)
Ethylchloride December 11, 1991 1992:47 (XIII)
Ethylene December 11, 1996 1997:25 (XVIII)
Ethylene chloride February 29, 1980 1981:21 (I)
Ethylene diamine August 25, 1982 1983:36 (IV)
Ethylene glycol October 21, 1981 1982:24 (III)
Ethyleneglycol monoisopropylether November 16, 1994 1995:19 (XVI)
Ethyleneglycol monopropylether + acetate September 15, 1993 1994:30 (XV)
Ethylene oxide December 9, 1981 1982:24 (III)
Ethylether January 27, 1993 1993:37 (XIV)
Ethylglycol October 6, 1982 1983:36 (IV)
Ferbam September 12, 1989 1991:8 (XI)
Ferric dimethyldithiocarbamate September 12, 1989 1991:8 (XI)
Formaldehyde June 30, 1979 1981:21 (I)
revised August 25, 1982 1983:36 (IV)
Formamide December 12, 1989 1991:8 (XI)
Formic acid June 15, 1988 1988:32 (IX)
Furfural April 25, 1984 1984:44 (V)
Furfuryl alcohol February 13, 1985 1985:32 (VI)
Gallium + Gallium compounds January 25, 1995 1995:19 (XVI)
Glycol ethers October 6, 1982 1983:36 (IV)
Glyoxal September 13, 1996 1996:25 (XVII)
Grain dust December 14, 1988 1989:32 (X)
Halothane April 25, 1985 1985:32 (VI)
2-Heptanone September 5, 1990 1992:6 (XII)
3-Heptanone September 5, 1990 1992:6 (XII)
Hexachloroethane September 15, 1993 1994:30 (XV)
Hexamethylenediisocyanate April 8, 1981 1982:9 (II)
Hexamethylenetetramine August 25, 1982 1983:36 (IV)
n-Hexane January 27, 1982 1982:24 (III)
2-Hexanone September 5, 1990 1992:6 (XII)
Hexyleneglycol November 17, 1993 1994:30 (XV)
Hydrazine May 13, 1992 1992:47 (XIII)
Hydrogen fluoride April 25, 1984 1984:44 (V)
Hydrogen peroxide April 4, 1989 1989:32 (X)
Hydrogen sulfide May 4, 1983 1983:36 (IV)
Hydroquinone October 21, 1989 1991:8 (XI)
Indium March 23, 1994 1994:30 (XV)
Industrial enzymes June 5, 1996 1996:25 (XVII)
Isophorone February 20, 1991 1992:6 (XII)
Isopropanol December 9, 1981 1982:24 (III)
Isopropylamine February 7, 1990 1991:8 (XI)
Isopropylbenzene June 2, 1982 1982:24 (III)
Lactates March 29, 1995 1995:19 (XVI)
Lead, inorganic February 29, 1980 1981:21 (I)
revised September 5, 1990 1992:6 (XII)
Lithium boron nitride January 27, 1993 1993:37 (XIV)
Lithium nitride January 27, 1993 1993:37 (XIV)
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Maleic anhydride September 12, 1989 1991:8 (XI)
Manganese February 15, 1983 1983:36 (IV)
revised April 17, 1991 1992:6 (XII)
revised June 4, 1997 1997:25 (XVIII)
Man made mineral fibers March 4, 1981 1982:9 (II)
revised December 1, 1987 1988:32 (IX)
Mercury, inorganic April 25, 1984 1984:44 (V)
Mesityl oxide May 4, 1983 1983:36 (IV)
Metal stearates, some September 15, 1993 1994:30 (XV)
Methacrylates September 12, 1984 1985:32 (VI)
Methanol April 25, 1985 1985:32 (VI)
Methyl acetate March 28 1990 1991:8 (XI)
Methylamine August 25, 1982 1983:36 (IV)
Methylamyl alcohol March 17, 1993 1993:37 (XIV)
Methyl bromide April 27, 1988 1988:32 (IX)
Methyl chloride March 4, 1992 1992:47 (XIII)
Methyl chloroform March 4, 1981 1982:9 (II)
Methylene chloride February 29, 1980 1981:21 (I)
4,4'-Methylene dianiline June 16, 1987 1987:39 (VIII)
Methyl ethyl ketone February 13, 1985 1985:32 (VI)
Methyl ethyl ketone peroxide February 13, 1985 1985:32 (VI)
Methyl formare December 12, 1989 1991:8 (XI)
Methyl glycol October 6, 1982 1983:36 (IV)
Methyl iodide June 30, 1979 1981:21 (I)
Methylisoamylamine September 5, 1990 1992:6 (XII)
Methyl mercaptane September 9,  1986 1987:39 (VIII)
Methyl methacrylate March 17, 1993 1993:37 (XIV)
Methyl pyrrolidone June 16, 1987 1987:39 (VIII)
Methyl-t-butyl ether November 26, 1987 1988:32 (IX)
Mixed solvents, neurotoxicity April 25, 1985 1985:32 (VI)
Molybdenum October 27, 1982 1983:36 (IV)
Monochloroacetic acid February 20, 1991 1992:6 (XII)
Monochlorobenzene September 16,1993 1993:37 (XIV)
Monomethylhydrazine March 4, 1992 1992:47 (XIII)
Mononitrotoluene February 20, 1991 1992:6 (XII)
Monoterpenes February 17, 1987 1987:39 (VIII)
Morpholine December 8, 1982 1983:36 (IV)
revised June 5, 1996 1996:25 (XVII)
Natural crystallinic fibers (except asbestos) June 12, 1991 1992:6 (XII)
Nickel April 21, 1982 1982:24 (III)
Nitroethane April 4, 1989 1989:32 (X)
Nitrogen oxides December 11, 1985 1986:35 (VII)
Nitroglycerin February 13, 1985 1985:32 (VI)
Nitroglycol February 13, 1985 1985:32 (VI)
Nitromethane January 6, 1989 1989:32 (X)
Nitropropane October 28, 1986 1987:39 (VIII)
2-Nitropropane March 29, 1995 1995:19 (XVI)
Nitroso compounds December 12, 1990 1992:6 (XII)
Nitrosomorpholine December 8, 1982 1983:36 (IV)
Nitrotoluene February 20, 1991 1992:6 (XII)
Nitrous oxide December 9, 1981 1982:24 (III)
Oil mist April 8, 1981 1982:9 (II)
Organic acid anhydrides, some September 12, 1989 1991:8 (XI)
Oxalic acid February 24, 1988 1988:32 (IX)
Ozone April 28, 1987 1987:39 (VIII)
77
Paper dust February 7, 1990 1991:8 (XI)
Pentaerythritol November 16, 1994 1995:19 (XVI)
Peroxides, organic February 13, 1985 1985:32 (VI)
Phenol February 13, 1985 1985:32 (VI)
Phthalates December 8, 1982 1983:36 (IV)
Phthalic anhydride September 12, 1989 1991:8 (XI)
Piperazine September 12, 1984 1985:32 (VI)
Plastic dusts December 16,  1986 1987:39 (VIII)
Platinum June 4, 1997 1997:25 (XVIII)
Polyaromatic hydrocarbons February 15, 1984 1984:44 (V)
Polyisocyanates April 27, 1988 1988:32 (IX)
Potassium aluminium fluoride June 4, 1997 1997:25 (XVIII)
2-Propanol December 9, 1981 1982:24 (III)
Propene September 13, 1996 1996:25 (XVII)
Propionic acid November 26, 1987 1988:32 (IX)
Propylacetate September 14, 1994 1995:19 (XVI)
Propylene glycol June 6, 1984 1984:44 (V)
Propylene glycol-1,2-dinitrate May 4, 1983 1983:36 (IV)
Propylene glycol monomethylether October 28, 1986 1987:39 (VIII)
Propylene oxide June 11, 1986 1986:35 (VII)
Pyridine May 13, 1992 1992:47 (XIII)
Quartz March 13, 1996 1996:25 (XVII)
Resorcinol September 4, 1991 1992:47 (XIII)
Selenium December 11, 1985 1986:35 (VII)
revised February 22, 1993 1993:37 (XIV)
Silica March 13, 1996 1996:25 (XVII)
Silver October 28, 1986 1987:39 (VIII)
Stearates, metallic, some September 15, 1993 1994:30 (XV)
Stearates, non-metallic, some November 17, 1993 1994:30 (XV)
Strontium January 26, 1994 1994:30 (XV)
Styrene February 29, 1980 1981:21 (I)
revised October 31, 1989 1991:8 (XI)
Sulfur dioxide April 25, 1985 1985:32 (VI)
Sulfur fluorides March 28, 1990 1991:8 (XI)
Synthetic inorganic fibers March 4, 1981 1982:9 (II)
revised December 1, 1987 1988:32 (IX)
Synthetic organic and inorganic fibers May 30, 1990 1991:8 (XI)
Talc dust June 12, 1991 1992:6 (XII)
Terpenes, mono- February 17, 1987 1987:39 (VIII)
Tetrabromoethane May 30, 1990 1991:8 (XI)
Tetrachloroethane June 4, 1997 1997:25 (XVIII)
Tetrachloroethylene February 29, 1980 1981:21 (I)
1,1,1,2-Tetrafluoroethane March 29, 1995 1995:19 (XVI)
Tetrahydrofuran October 31, 1989 1991:8 (XI)
Tetranitromethane April 4, 1989 !989:32 (X)
Thioglycolic acid June 1, 1994 1994:30 (XV)
Thiourea December 1, 1987 1988:32 (IX)
Thiram October 31, 1989 1991:8 (XI)
Thiurams, some October 31, 1989 1991:8 (XI)
Titanium dioxide February 21, 1989 1989:32 (X)
Toluene February 29, 1980 1981:21 (I)
Toluene-2,4-diisocyanate April 8, 1981 1982:9 (II)
Toluene-2,6-diisocyanate April 8, 1981 1982:9 (II)
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Trichlorobenzene September 16,1993 1993:37 (XIV)
1,1,1-Trichloroethane March 4, 1981 1982:9 (II)
Trichloroethylene December 14, 1979 1981:21 (I)
Trichlorofluoromethane June 2, 1982 1982:24 (III)
1,1,2-Trichloro-1,2,2-trifluoroethane June 2, 1982 1982:24 (III)
Triethanolamine August 25, 1982 1983:36 (IV)
Triethylamine December 5, 1984 1985:32 (VI)
Trimellitic anhydride September 12, 1989 1991:8 (XI)
Trimethylolpropane November 16, 1994 1995:19 (XVI)
Trinitrotoluene April 17, 1991 1992:6 (XII)
Vanadium March 15, 1983 1983:36 (IV)
Vinyl acetate June 6, 1989 1989:32 (X)
Vinyl toluene December 12, 1990 1992:6 (XII)
White spirit December 16, 1986 1987:39 (VIII)
Wood dust June 17, 1981 1982:9 (II)
Xylene February 29, 1980 1981:21 (I)
Zinc April 21, 1982 1982:24 (III)
Zinc dimethyl dithiocarbamate September 12, 1989 1991:8 (XI)
Ziram September 12, 1989 1991:8 (XI)
Sent for publication November 1998
